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(54) 3'-SUBSTITUTED NUCI^OSIDE DERIVATIVES 



(57) The inventton relates to a 3'-eub8tituted nucle- 
oside derivative represented by the following general 
formula (1): 



r2o or' 



(1) 



have at least one lower alkyi group, and individu- 
ally represent H or an ester-forming residue capable of 
easily leaving in a living body, and is H, a mono- or 
polyphosphoric acid residue, or an ester-forming resi- 
due capable of easily leaving in a living body, with the 
proviso that the sugar moiety is ribose, or a pharmaceu- 
tically acceptable saH thereof. The 3*-sut3stituted nucle- 
oside derivative according to the invention has an 
excellent antrtunx)r activity and is hence useful for treat- 
ment for and prevention of cancers. 



wherein B means a nucleic acid base which may have a 
sut)sti1uent, Z represents a lower alkynyl or lower aike- 
nyl group which may be substituted by a group repre- 
sented by the formula: 



1- 

a> -Si-Rb (2) 

GO 

CO 

^ in which R^. R^ and R^ are individually a lower alky! 

^ group or a phenyl group, or an oxiranyl group which may 

LU 
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Description 
TECHNICAL FIELD 

5 The present invention relates to a new nucleic acid derivative, and more particularly to a 3 -substituted nucleoside 
derivative or a pharmaceutlcally acceptat)le salt thereof, which has excellent antitumor activities and is useful as a med- 
icine such as an antitumor agent, and use of such a compound fbr a medicine. 

BACKGROUND ART 

10 

Pyrimidine compounds such as 5-fluorouracil, tegafur. UFX doxifluridine, carmofur, cytarabine and enocltabine 
have heretofore been known as antitumor agents which are nucleic acid antimetabolites. 

On the other hand, 1-(2-0-(tert-bu1yidimethylsilyl)-3-G-ethynyl-p-D-ribofuranosy1)thymine has been known as a 
pyrimidine or purine nucleoside having an alkynyl group at a 3-positlon of a sugar moiety from Tetrahedron, 1727- 
IS 1 736 (1 991). There Is however no description as to the medicinal utility of this compound, in particular, antitumor action. 
1-(3-C-Ethynyi-p-D-xylofurHnosyl)thymine and 1-(2-0-(tert-butyldimethylsllyl)-3-C-ethynyl-p-D-xylofuranosyl)thymlne 
' are also described ibid. The sugar moieties of these two compounds are both composed of xylose and differ in the con- 
figuration at a 3-posltion from the ribose In the compounds according to the present inventkxi. Besides, the literature 
does not desaibe anything about antitumor action. Compounds having an all^l group at a 3-po&ition of a sugar moiety 
so are described in Japanese Patent Publication Nos. 11908/1970 and 4376/1971. However, their antitumor effects are 
extremely little, and they are hence of no utility value as anticancer agents under circumstances. 

Accordingly, it is an object of the present invention to provide a new nucleic ackJ derivative which has excellent anti- 
tumor activities and is useful as a medicine, and a medicine comprising such a compound. 

In view of the foregoing circumstances, the present Inventor has carried out an extensive investigation. As a result. 
25 It has been found that a nucleic acid derivative at a 3-position of the sugar moiety of which a substituent has been intro- 
duced has excellent antitumor activities and is useful as an antitumor agent, thus leading to completion of the present 
invention. 

DISCLOSURE OF THE INVENTION 

30 

The present Invention provides a 3'-substituted nucleoside derivative represented by the following general formula 

(1): 




(1) 



45 



SO 



wherein B means a nucleic acid base which may have a substituent, Z represents a lower alkynyl or lower alkenyl group 
whtoh may be sitetituted by a group represented by the general formula (2): 

-Si-R*^ (2) 
Hp 



In which R', R^ and ff may be tiie same or different from one another and individually represent a lower all^ group or 
55 a phenyl group, or an oxiranyl groip whidi may be substituted by at least one lower alkyi group, R^ and R^ individually 
represent a hydrogen atom or an ester-forming residue capable of easily leaving in a living body, and R^ is a hydrogen 
atom, a mono- or polyphosphoric acid residue, or an ester-forming residue capable of easily leaving in a living body, 
with the proviso that the sugar moiety is ribose, or a pharmaceutically acceptable salt thereof. 

The compound of the present invention represented by the general formula (1) has excellent antitumor activities 
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and is useful as a medicine such as a remedy for various tumors. 

Accordingly, the present invention aiso provides a medicinal composition comprising the compound of the general 
formula (1) or a pharmaceutically acceptable salt thereof and a pharmaceutical cannier. 

The present invention further provides a medicine, in particular, an antitumor agent, comprising the compound of 
5 the general formula (1 ) or a pharmaceutically acceptat3]e salt thereof as an active ingredient. 

The present invention further provides use of the compound of the general formula (1) or a pharmaceutically 
acceptable salt thereof for a medicine. 

The present invention still further provides a method of treating or presenting a cancer of a mammal, which com- 
prises administering an effective amount of the compound of the general formula (1) or a pharmaceutically acceptable 
10 salt thereof to the mammal. 

The present invention yet still further provides a process for the preparation of the compound of the general formula 
(1) or a pharmaceutically acceptable salt thereof. 

BEST MODE FOR CARRYING OUT THE INVENTION 

15 

Examples of the nucleic add residue represented by B in the general formula (1} include pyrimidine bases such as 
cytosine, thymine and uracil, and purine bases such as adenine and guanine. 

Examples of the substttuent, by which the nucleic acid base may be substituted, Include halogen atoms, lower alkyi 
groups, acyl groups such as aliphatic acyl groups or aromatic acyl groups, and sut)stituted oxycartx)nyl groups such as 
20 lower alkaxycarbonyl groups, lower alkenyloxycarbonyl groups or aralkyloxycarbonyl groups. 

Examples of the halogen atoms include fluaine, chlorine, bromine and iodine atoms. 

Examples of the lower alkyI groups include linear or branched alkyl groups having 1-6 cart)on atoms, such as 
methyl, ethyl, n-propyl. isopropyl, n-butyl, isobutyl, sec-butyl, tert-butyl, pentyl and hexyl groups. 

Exanrples of the aliphatic acyl groups include linear or branched acyl groups having 1-6 carbon atoms, such as 
25 formyl, acetyl, propionyl, butyryl, Isobutyryl, pentanoyi and hexanoyi groups. Examples of the aromatic acyl groups 
include benzoyl, a-naphthoyi and p-naphthoyl. These groups may also have a lower alkyl group, lower a\Hax^ group, 
hak)gen atom, nitro group or the like as a substituent. 

As examples of the bwer all^ group and halogen atom, may be mentioned the same groups and atoms as those 
mentioned above. 

30 Examples of the lower alkoxy group include linear or branched alKoxy groups having 1 -6 carbon atoms, such as 
methoxy, ethoxy, n-propoxy, isopropoxy, n-butoxy, isobutoxy, sec-butoxy, tert-butoxy, pen^loxy and hexytoxy groups. 

Examples of the lower atko^rbonyl groups include linear or branched alkos^carbonyl groups having 2-7 cariaon 
atoms, such as methoxycartxxiyl, ethoxycarbonyl, n-propcxycarbonyl, isopropoxycarbonyl, n-butoxycart)onyl, isobutox- 
ycartx>nyl, sec-butoxycarbonyl, tert-butQxycait)onyl, pentyloxycarbonyi and hexyloxycarbonyl groups. 

35 Examples of the lower alkenyloxycarbonyl groups Include linear or branched alkenyloxycarbonyl groups having 3- 
7 carbon atoms, such as vinyloxycar1x)nyl, allyloxycarbonyl, isopropenyloxycaibonyl, 1-fcnJtenyloxycartx>nyl and 2-bute- 
nyloxycarbonyl groups. 

Examples of the aralkyloxycarbonyl groups include aralkylQxycartx)nyl groups having 8-12 cartDon atoms, such as 
benzylQxycartDonyl, phenethyloxycarbonyl, a-naphthylmethyloxycarbonyl and p-naphthylmethyloxycartjonyl groups. 

40 These groups may have a lower alkyl group, lower alkoxy group, halogen atom, nitro group or the like as a substituent. 
Examples of the lower alkynyl group represented by Z include alkynyl groups having 2>6 carbon atoms, such as 
ethynyl, propynyl (1-propynyl, 2-prq>ynyO. butynyl (1-butynyl, 2-butynyl, etc.), pentynyl (1-pentynyl, etc.) and hexynyl (1- 
hexynyl. etc.) groups, while examples of the lower alkenyl group include alkenyl groups having 2-6 carbon atoms, such 
as ethenyl, propenyl (1-propenyl, 2-propenyl, isopropenyl). butenyl (l-butenyl, 2-butenyl, 3-butenyl, etc.), pentenyl (1- 

45 pentenyl, etc.) and hexenyl (1-hexenyl, etc.) groups. Examples of the oxiranyl group having at least one lower alkyl 
group include oxirariyl groups substituted by one or two lower alkyl groups, such as 3-methyloxiranyl. 3-ethyloxiranyl. 3- 
propyloxiranyl, 3-isopropyloxiranyi, 3-butyloxiranyl, 3-tert-butyloxiranyl. 3,3-dimethyloxiranyl and 3,3-diethyk»jranyl 
groups. 

Examples of the group represented by the general fbmiula (2) include sllyl groups substituted by three linear or 
50 branched alkyl groups having 1 -6 carton atoms, such as trimethylsilyl. triethylsilyl, tripropylsilyl. triisopropylsilyl, tri-tert- 
butylsilyl. trihexylsilyl, dimethylethylsilyl, dimethylisopropylsilyl, diethylisopropylsilyl, diisopropylmethylsilyl. di-tert-butyl- 
methylsilyl and tert-butyldimethylsilyl .groups, and diphenylmethylsilyl, dimethylphenylsilyl, tert-bu^iphenylsilyl and 
triphenylsilyl groups. 

The ester-fonning reskSues capable of easily leaving in a living body, whteh are represented t)y R\ and R^, 
55 mean nontoxic ester residues which easily cleave in the blood and tissue of mammals including the human to release 
their con'esponding hydroxyl conpounds (namely, compounds in which R^ . R^ and/or R^ turns to a hydrogen atom). No 
limitation is imposed on the ester-fonning residue so far as it is generally well-known, protects the hydroxyl groups of 
the nucleoside and forms an ester. Examples thereof include acyl groups such as aliphatic acyl groups which may have 
a substituent and aromatic acyl groups which may have a substituent, lower alkylcarbamoyi groups, and amino acid res- 
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idues. 

Examples of the aliphatic or aromatic acyl groups which may have a substHuent include lower alkanoyl groups, aryl- 
cartx)n/l groups, heterocyclic carbonyl groups, arytoxycaitonyl groups, lower alkoxycarbonyl groups and acyfoxyacyi 
groups. 

5 Examples of the lower alkanoyl groups include alkano/l groups which may have a halogen atom, lower aikoxy 
group or the like as at least one substituent and have 1 •€ carbon atons, such as Ibrmyl, acetyl, propionyl, butyryl, iso- 
butyryl, pentanoyi, hexanoyl. chloroacetyl. dichloroacetyl, trichtoroacetyl, trifluoroacetyl, methoxyacetyl and ethoxy- 
acelyl groups. 

Example of the arylcarbonyl groups include benzoyl and naphthylcarbonyt groups which may have a lower aikyl 
w group, lower aikoxy group, halogen atom, carboxyl group, nitro group, cyano group and the like as at least one substit- 
uent. such as benzoyl, a-naphthylcarbonyl. p-naphthylcarbonyl, 2-meth/tbenzoyl. 3-methylbenzoyl. 4-methyIbenzoyl, 
2,4-dimethylbenzoyl. 4-ethylbenzoyl, 2-methQxybenzoyl, 3-methoxybenzoyl, 4-methoxybenzoyl, 2.4-dimethQ)^enzoyl, 
4-ethQxybenzoyl. 2-methoxy-4-ethoxybenzoyl. 4-propoxybenzoyl. 2-chlorobenzoyl. 3-chlorobenzoyl. 4-chlorobenzoyl, 
2,3-dichk)robenzoyi, 2-bromobenzoyl, 4-fluorobenzoyl, 2-carboxybenzoyl, 3-cartX)xybenzoyl, 4<arboxybenzoyl, 2- 
is cyanobenzoyi, 4-cyanobenzoyl, 2-nitrobenzoyl, 4-nitrobenzoyl and 2,4-dinitrob8nzoyl groups. 

Examples of the heterocyclic carbonyl groups include 2-furBnylcarbonyl» 4-thiazolylcarbonyl, 2-quinolylcarbonyl, 2- 
pyrazinylcarbonyl. 2-pyridylcarbonyl. 3-p/ridylcait)onyl and 4-pyridylcarbonyl groups. 

Examples of the aryloxycartxmyl groups include phenQxycartx}nyl. a*naphthyloxycartx}nyl, p-naphthyloxycarbonyl. 
2-methylphenoxycarbonyl, 3-methylphenoxycarbonyl, 4-methylphenoxycarbonyl, 2.4-dimethylphenoxycarbonyl, 4- 
20 ethylphenoxycarbonyl, 2-methoxyphenoxycarbonyl, 3-methoxyphenoxycarbonyl. 4-methoxyphenoxycarbonyl, 2.4- 
dimethoxyphenoxycartxnyl, 4-ethoxyphenoxycarboxy, 2-methQxy-4-ethoxyphenQxycattx>nyl. 2-chk)rophenaxycarbo- 
nyl, 3-chlorophenoxycarfoonyl. 4-chlorophenQxycarbonyl, 2,3-dichlorophenoxycarfoonyl. 2-bromophenQxycarbonyl. 4- 
f luorophenoxycarbonyl, p-methyl-a-naphthyloxycaibonyl, p-methyl-a-naphthyloxycarbonyl and p<hloro-a-naphthyk)xy- 
cartx)nyl groups. 

25 Examples of the lower alkoxycarbonyl groups indude alkoxycarbonyl groups having 2-6 cartx)n atoms, such as 

methoxycarbonyl. ethoxycarbonyl. n-propoxycarbonyl. isopropaxycarbonyl. n-butoxycarbonyl, isobutoxycarbonyl, sec- 

butoxyoarbonyl, tert-butoxycarbonyl and perrtytoxycarbonyi groups. 

Examples of the acyioxyacyl groups include acetykiocyace^, propionyloxyacety! and a-(acetyk3Ky)-pnopionyl. p- 

[prt)pionyloxy)propionyl groups. 
so Examples of the lower alkylcarbamoyi groups include carbamoyl groups mono- or disubstituted by lower aikyl 

groups having 1 -6 carbon atoms, such as methylcarbamoyi, ethylcarbamoyi, propylcarbamoyi, butylcart>anrioyl, penthyl- 

carbamoyl. hexylcart)amoyl. dimethylcarbamoyl and dietl^lcatteumpyl groups. 

The amino acki residues mean groups which are formed by removing a hydroxyl group from a carboxyl group of an 

amino acid and may be derived firom both natural and synthetic amino acids. Examples of such amino adds include gly- 
35 cine, alanine, p-alanine, valine and isoleucine. However, any amino add residues may be induded so far as they are 

amino acid residues desaibed in Japanese Patent Application Laid-Open No. 10409371989. 

As other ester-forming residues, any of general ester-forming reskiues described in, for examples, THEODORA W. 

GREENE, -PROTECTIVE GROUPS IN ORGANIC SYNTHESIS Second Edition". JOHN WILEY & SONS, INC. (1991); 

6hln Jikken Kagaku Kbza 4 (New Experimental Chemistry Course 4) )edited by The Chemical Society of Japan. 'Syn- 
40 thesis and Reaction of Organic Compounds (V)" Chapter 1 1 , pp. 2495, Maruzen (1983); and Japanese Patent Applica- 
tion Laid-open Nos. 106593/1986. 149896/1987 and 153696/1989 and conventionally used as ester-torming residues 

may be mentioned. 

Examples of the mono- or polyphosphoric add resklue represented by R^ indude monophosphate, dqahosphate 
and triphosphate groups and hydrcncyl group-protected radicals thereof. Examples of protecting groups indude lower 
45 alky! groups which may be sut)stituted by a halogen atom or a cyano group, a benzyl group which may have a substit- 
uent. and a phenyl group which may have a substituent. Further, this residue may be a 3\5-cydic phosphate group 
which forms a cydic structure with the nudeic ackJ base. 

Preferable examples of B indude cytosine. thymine, uracil, adenine, guanine, S'fluorocytosine, 5-fluorouracil, N^- 
benzoyladenine, N^-aoetylguanine and 2-chlorDadenine. More preferable exanptes thereof include cytosine. uradl. 
so adenine. S^luorocytosine and 5-fluorouracil. 

Preferable examples of Z include lower alkynyl or lower alkenyl groups which may be substituted by a groMP repre- 
sented by the general formula (2). More preferable examples thereof include ethynyl, propynyl, butynyl, ethenyl. trimeth- 
ylsilylethynyl. triethylsilylethyriyl. triisopropytsilylethynyl and triphenylsilylethynyl groups. Particularly preferable 
examples thereof include ethynyl and trimethylsitylethyr^ groups. 
55 A preferable example of and R^ Includes a hydrogen atom. 

Preferable examples of R^ Indude a hydrogen atom and mono- and polyphosphoric acid residues. More preferable 
examples thereof include a hydrogen atom and a diphosphate group. 

Preferable examples of the ester-forming residues capable of easily leaving In a living body represented by R\ R^, 
R^ indude acyl groups. More preferable examples thereof indude acetyl and benzoyl groups. 
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The preferable compour^ds aooording to the present invention are 3'-substituted nucleoside derivatives in which B 
in the general fonriula (1) is cytosine. thymine, uracil, adenine, guanine, 5-1luorocytosine. 5-f luorouradl. N^-benzoyted- 
enine, N^-acetylguanine or 2-chloroadenine, Z is a lower alkynyl or lower alkenyl group which may be substituted by a 
group represented by the general fomiula (2), R"" and are hydrogen atoms, and R^ is a hydrogen atom or a nrxxio- 
5 or polyphosphoric acid residue. 

More preferable compounds are 3'-sibstituted nucleoside derivatives in which B in the general fornxiia (1) is cyto* 
sine, uracil, adenine, 5-fluorocytoslne or 5-fluorouracil, Z is an ethynyl, propynyl, butynyt, ethenyl, trimethylsilylethynyl, 
triethylsilylethynyl, triisopropylsilylethynyl or triphenylsilylethynyl group, R** and R^ are hydrogen atoms, and R^ is a 
hydrogen atom or a diphosphate group. 
10 Particularly preferable conpounds are 3'-substituted nucleoside derivatives in which B in the general formula (1) is 
cytosine or uracil. Z is an ethynyl or trimethylsilylethynyl group, and R\ R^ and R^ are hydrogen atoms. 

The compounds according to the present invention also include those being in the form of a salt. No particular lim- 
itation is imposed on such salts so far as they are pharmaceutically acceptable salts. For example, in the case where 
R^ is a hydrogen atom, acid-added salts, such as inorganic acid salts such as hydrochlorates, hydrobromates and sui- 
ts fates; and organic acid salts such as organic sulfonates such as methanesulfonates and benzenesulfonates, and 
aliphatic carboxylic acid salts such as acetates, propionates and trifluaoacetates may be exemplified. In the case 
where R^ is a mono- or polyphosphoric acid residue, alkaG nrtetal salts such as sodium, potassium and lithium salts, 
alkaline earth metal salts such as calcium salts, and ammonium salts may be exemplified. The compounds according 
to the present invention further include hydrates thereof. 
20 The compounds according to the present invention represented by the general formula (1) can be prepared in 
accordance with, for example, the following reaction scheme 1 or 2. 

Reaction Scheme 1: 



30 




(1-a) 

35 



Process B 



40 




(l-c) 



wherein B and Z have the same meaning as defined above. R^', R^' and R^' denote individually a protecting groip for 
a hydroxyl group, Y means a silyl protecting group, and R^ stands for a hydrogen atom or a mono- or polyphosphoric 
50 add residue. 

No limitation is imposed on the protecting groups for the hydroxyl groups represented by R^\ R^' and R^' so far as 
they may be used as usual protecting groups for nucleosides. Exanples thereof include acyl groups such as aliphatic 
acyl groups which may have a substituent and aromatic acyl groups which may have a substttuent. lower alkoxycarbo- 
nyt groups, lower alkylcarbamoyi groups, lower alkyl groups, arylatkyi groups, silyl protecting groups, and amino acid 
55 resKlues. 

As the acyl groups such as aliphatic acyl groups or aronr^tic acyl groups, the lower alkoxycarbonyl groups, the 
lower alkylcarbamoyi groups and the amino acid residues, there may be used those described above. As the lower alkyl 
groups, those described above may be used, while alkyl groups having a halogen atom, lower alkoxy group or the WkB 
as a substituent. such as chtoromethyl, metiioxymethyl, ethoxymettiyl. methoxyethyl and ettioxyethyl groups, may be 
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included. 

Examples of the arylalkyi groups Include benzyl, benzhydryl and frHyl groups. These groups may have a lower alky! 
group, lower alkoxy group, halogen atom, n'rtro group or the like as a substituent. 

Examples of the silyl protecting groups include trimethylsilyl. tert-butyldlmethylsilyl. methyldiisopropylsilyl. triisopro- 
pytsilyl and tetraisoprof^isiloxyl (TIPDS). The same may be said of the silyl protecting group represented by Y 

[Process A) 

A compound represented by the general formula (3) Is reacted wrth a silylated nucleic acid base represented by the 
general formula (4). thereby obtaining a compound of the present invention represented by the general formula (1 -a). 

The compound represented by the general formula (3) is a known compound or obtained in accordance with any 
known method. More specifically, the compound can be prepared in accordance wHh Reaction Scheme 3 whnh will be 
described subsequently. 

The silylated nucleic acid base represented by the general fornula (4) is a known compound or obtained in accord- 
ance with any known method. In general, the compound can be obtained by using, for example, the method disclosed 
by Vorbruggen et al. (Chem. Ber. IH, 1234 (1981)). More specifically, a suspension is prepared from a nucleic acid 
base and a silylating agent such as hexamethyldisilazane. Trimethylsilyl chloride Is further added to the suspension as 
needed, and the mixture is heated under reflux in an argon atmosphere, thereby obtaining the intended compound. 

The reaction of Process A is conducted in the presence of a Lewis acid in a nonpolar solvent. 

No particular limrtation Is imposed on the Lewis acid. However, examples thereof include trimethylsilyl trifluor- 
omethanesuHbnate. tin tetrachloride and titanium tetrachloride. As the nonpolar solvent, any solvent may be used so far 
as it does not participate in the readioa Examples thereof include chloroform, dichloromethane, dichloroethane and 
acetonitrile. 

With respect to the proportions of the reactants in the reaction, it is preferable to use the compound of the general 
formula (4) and the Lewis add in proportions of 1 -1 0 moles, preferably 1 -5 moles, and 1 -1 0 moles, preferably 1 -5 moles, 
respectively, per mole of the compound of the general formula (3). With respect to the reaction temperature, the Lewis 
acd is added at O^C, and the reaction is conducted at 0-100''C. preferably a temperature near room temperature. With 
respect to the reaction time, the reactk)n favorably progresses in 0.1-50 hours, preferably 1-24 hours. 

(Process B) 

In order to remove the protecting groups of the compound represented by the general formula (1-a) obtained in 
Process A, methods commonly used Ibr the protecting groups used, for example, acid hydrolysis, alkaline hydrolysis, 
ammonium treatment and catalytic reduction may be suitably used. A compound of the present invention represented 
by the general formula (1 -b) can be obtained by hydrolyzing the compound (1 -a) with an alkali such as sodium hydrox- 
ide, potassium hydroxkJe or an ammonium derivative in a lower alcohol, for example, methanol in the case where the 
protecting groups are acyl groups by way of example, or by treating the compound (1 -a) with an ammonium fluoride 
derivative in the case where the protecting groups are silyl groups. 

With respect to the proportions of the reactants In the reaction, it is preferable to use the basic compound in a cat- 
alytic amount based on the compound represented by the general formula (1 -a) in the case where the protecting groips 
are acyl groups. The reaction temperature is 0-150''C, preferably room temperature to lOO^'C. With respect to the reac- 
tion time^ the reaction favorably progresses in 0.1-100 hours, preferably 1 -60 hours. 

(Process C) 

The compound represented by the general formula (1 -b] obtained in Process B is phosphorylated wHh a phospho- 
rytating agent in the presence of a solvent or without any solvent, thereby obtaining a compound accading to the 
present invention represented by the general formula (1-c). Examples of the phosphorytating agent Include phosphor- 
ylating agents generally used in selective phosphorylation of nucleosides at a 5*-position. such as phosphorus oxyhal- 
Ides such as phosphorus oxychloride and phosphorus oxybromide, anhydrous phosphoric acids such as 
pyrophosphoric acid and polyphosphoric acid, phosphoric acid, phosphoric monoesters such as p-nitrophenyl phos- 
phate, tetrachloropyrophosphoric acid, and trialkylammonium pyrophosphates. Of these, phosphoms oxychloride and 
tributylammonium pyrophosphate are preferred. As the solvent, any solvent may be used so far as it does not partici- 
pate in the reaction. Exanples thereof include pyridine, hexamethylphosphoric triamide. tetrahydrofuran, dkaxane. ace- 
tonitrile, dimethyHormamide, dichloromethane. chloroform, benzene, toluene, trimethyl phosphate and triethyl 
phosphate. The proportion of the phosphorylat'ng agent used in the reaction is preferably 1-5 moles per mole of the 
compound of the general formula (1-b). The reaction temperature is -SO'^C to lOO'C. preferably -20'C to 50*C. With 
respect to the reaction time, in general, the reaction favorably progresses in about 0.5-12 hours. 

Inddentalty. ipon the phosphorylation. 1 . 1 -carbonyldilmidazole. tetrazole, 1 ,2.4-triazole derivative or the like m^ 
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be used as a reaction accelerator. 
Reaction Scheme 2: 



5 



10 



IS 



20 



25 




30 

wherein B and Z have the same meaning as defined abova 
(Process D) 

35 A compound represented by the general formula (5) is partially hydrolyzed in accordance with, for example, the 
method described in J. Org. Chem.. 5S. 410-412 (1990), namely, by reacting the compound (5] at O'^C in a mixture of 
trifluoroaoetic acid^ter. thereby conducting selective desilylation at a ^-position to obtain a compound represented 
by the general tbrmula (6). 

The compound represented by the general fonmula (5) Is a known compound or obtained in accordance with any 
40 known method, for example, the method desalbed In J. Org. Chem. as described above: SYNTHESIS, 283-288 (1 991); 
or Tetrahedron. 47. 1727-1736 (1991). 

(Process E) 

45 A substituent represented by Z is introduced in a 3-position of the compound represented by the general formula 
(6) to obtain a compound represented by the general formula (7). This reaction process can be performed in accord- 
ance with, for example, 1) a method in which a compound (wNch may be gaseous) represented by ZH or a complex d 
cerium chloride and ZH is reacted with the compound (6) in the presence of n-butyllithium in tetrahydrofuran, or 2) a 
method in which a Grignard reagent (ZMgBr) is reacted with the compound (6) in tetrahydrofuran. 

50 With respect to the proportions of the reactants, it is preferable to use the reaction reagent (ZH) and n-butyllithium 
in proportions of 1 -10 moles, preferably 1-5 nmles. and 1-10 moles, preferably 1-5 moles, respectively, per mole of the 
corrpound of the general formula (6). In the case where cerium chloride is used, an amount of cerium chloride to be 
used is preferably almost equimolar to the reaction reagent The reaction temperature is preferably kept at -TO^'C or 
liawer in the case of the melhod 1) in which n-butyllithium is used, or is -20 to 50*0, preferably -1 0°C to lO'^C in the case 

55 of the method 2) in which the reaction is performed with the Grignard reagent With respect to the reaction time, the 
reaction favorably progresses in 0.1-50 hours, preferably 1-24 hours. 
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(Process F) 

The compound represented by the general formula (7) is hydrolyzed, for example, by reacting the compound (7) in 
hydrochloric acid-methanol. thereby obtaining a compound according to the present invention represented by the gen- 
eral formula (1-b). 

The reaction temperature is 0- 1 0O'C, preferably a temperature near room temperature. With respect to the reaction 
time, the reaction favorably progresses in MOO hours. 

Besides, the compound represented by the general formula (1 -b) obtained in this process is subjected to the same 
reaction as in Process C of Reaction Scheme 1, whereby a compound represented by the general formula (1-c) can 
also be obtained. 

Ester-lbrming residues can be introduced into the hydroxyl groMps at 2'-, 3 - and 5'-positions of the conpouncte of 
the general formula (1 -b) obtained in accordance with Reaction Schemes 1 and 2, or in the hydroxyl groups at 2'- and 
3'-posttions of the compound oi the general fonnula (1-c) in accordance with any conventionally-known process, for 
example, the process disclosed in the above-described "PROTECTIVE GROUPS IN ORGANIC SYNTHESIS Second 
Edition" or Ghin Jikken Kagaku Kbza 4 (New Experimental Chemistry Course 4)) edited by The Chemical Society of 
Japan, "Synthesis and Reaction of Organic Compounds (V)*', or the process described in Japanese Patent Application 
Laid-open No. 152898/1983. 56996/1985. 106593/1986, 149696/1987 or 153696/1989. thereby deriving other com- 
pounds according to the present invention from these compounds. 

The compourxis according to the present invention obtained by the above reactions can be formed into salts by the 
conventionally loiown method, for example, a method in which they are reacted with any of the above-described inor- 
ganic or organic acids In a proper solvent. Examples of the solvent include water, methanol, ethanol, dichloromethane. 
tetrahydrofuran. ethyl acetate and hexane. The reaction is preferably conducted at a temperature of 0-50'*C. BeskJes. 
the compounds according to the present invention obtained by the above reactions can be formed into salts by the con- 
ventionally known me^od, for example, a method in which they are reacted with a strong base such as an alkali metal 
or alkaline earth metal hydroxMe such as sodium hydroxide or potassium hydrcrade, or a strong base such as sodium 
methoxkle, potassium methoxide or sodium hydroxide in a proper solvent. 

The above-described raw compound (3) can be prepared in accordance with, for example, the following reaction 
scheme. 
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40 




45 

wherein Z. R^', R^' and R^* have the same meaning as defined above. 
(Process Q) 

so A known compound represented by the general formula (8) is reacted in the same manner as in Process E in the 
above Reaction Scheme 2, thereby obtaining a compound represented by the general fornfula (9). 

(Process H) 

55 The compound represented by the general formula (9) is reacted with tetrabutylammonium fluoride in tetrahydro* 
furan, thereby obtaining a compound represented by the general formula (10), 

With respect to the proportions of the reactants in the reaction, it is preferable to use tetrabutylammonium fluoride 
in a proportion of 1 - 1 0 moles, preferably 1 -5 moles per mole of the compound of the general formula (9). The reaction 
Is conducted at a temperature of 0-1 00*C, preferably a temperature near room temperatura With respect to the reaction 
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time, the reaction lavorably progresses in 0.1-2 hours, preferably 5-30 minutes. 
(Process I) 

5 The compound represented by the general fornrula (10] is reacted with a reactive substance, which protects a 
hydroxyl group, in a proper solvent, thereby obtaining a compound represented by the general formula (1 1). 

As the solvent, any solvent may be used without any particular limitation so lar as ft does not participate In the reac- 
tion, tn the case where a protecting group is an acyl group by way of example, it is only necessary to react an acylating 
agent such as an acid anhydride or acid halide in pyridine. Upon the reaction of this acylating agent, an amine such as 
10 dimethylaminopyridlne or triethylamine may be added as a catalyst. 

With respect to the proportions of the reactants in the reaction, it is preferable to use the reactive substance, which 
protects a hydroxyl group, in a proportion of 1 -10 moles, preferably 1 -5 moles per mole of the compound of the general 
formula (10). In the case where the catalyst is used, it is preferably used in a catalytic amount The reaction is con- 
ducted at a temperature of -20''C to 100°C, preferably a temperature near room temperature. With respect to the reac- 
ts tion time, the reaction favorably progresses In 0. 1-1 0 hours, preferably 30 minutes to 5 hours. 

(Process J) 

The compound represented by the general formula (1 1) is subjected to acid alcoholysis. thereby obtaining a com- 
20 pound represented by the general formula (12). 

As an alcohol, it is preferable to use a lower alcohol such as methanol or ethanol. A mixed solvent of the alcohol 
and water may be used. 

Examples of an add compound include carboxylic adds such as formic add and acetic acid, add anhydrides such 
as acetic anhydride, acid halides such as acetyl chloride, and inorganic acids such as hydrochloric acid, hydrobromic 
ss acid and sulfuric acid. 

With respect to the proportions of the reactants in the reaction, it is preferable to use the acid compound in a pro- 
portion of 1 0-50 moles, preferably 20-40 moles per mole of the compound of the general formula (1 1 ] . The reaction tem- 
perature is O-IOO^'C. preferably a temperature near room temperature. Wrth respect to the reaction time, the reaction 
favorably progresses in 1 minute to 10 hours, preferably 5 minutes to 5 hours. 

30 

(Process K) 

The compound r^esented by the general formula (12) is reacted with a reactive substance, which protects a 
hydroxyl group, in a proper solvent, thereby obtaining a compound represented by the general formula (13). 
35 As the solvent, any solvent may be used without any particular limitation so far as it does not participate In the reac- 
tion. 

In the case where a protecting groip is an acyl group t>y way of example, the compound (1 3) is obtained by reacting 
an acylating agent such as an acid anhydride or add halide in pyridine. Upon the reaction of this acylating agent, an 
amine such as dimethylaminopyridine or triethylamine may be added as a catalyst. 
40 With respect to the proportions of the reactants in the reaction, It is preferable to use the reactive substance, which 
protects a hydroxyl groip. in a proportion of 1 >20 moles, preferably M 5 moles per mote of the compound of the general 
formula (12). In the case where the catalyst is used, it is preferably used in a catalytic amount preferably a proportion 
of 1-5 moles per mole of the compound (12). The reaction temperature is 0^ to 200''C. preferably room temperature 
to 150X. With respect to the reaction time, the reaction favorably progresses in 0.1 -50 hours, preferably 1-30 hours. 

(Process L) 

The compound represented by the general famula (13) is acetylated by adding concentrated sulfuric acid to tiie 
compound (13) in acetic acid and/br acetic anhydride, thereby obtaining the compound represented by the general for- 
so mula (3). 

The reaction is conducted at a terrperature of O-IOO^'C. preferably a temperature near room temperature. With 
respect to the reaction time, the reaction favorably progresses in 0.1-24 hours, preferably 10 minutes to 5 hours. 

The compounds according to tiie present invention obtained by tiie above reactions and the individual compounds 
can be isolated and purified by using conventionally-known separation and purification means, for exanrpte, concentra- 
55 tion, solvent extraction, filtration, recrystallization, various chromatographies, etc. 

From the conrpounds according to the present invention, medicinal compositions can be prepared by using suitat)le 
pharmaceutical earners in accordance with a method known Qgr in tiie art. As the carriers, there may be used vari- 
ous kinds of caniers routinely used in drugs, for example, exdpients, binders, disintegrators, lubricants, colorants, fla- 
vors, smell con'igents, surfactants, etc. 
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No particular limitation Is imposed on the dose form when the medicine or medicinal composition according to the 
present invention is used as a remedy tor a tuma of nrsmmals including the human. The form may be suitably selected 
according to the object of treatment. Specific examples of the form include parenteral preparations such as injections, 
suppositories, external preparations (ointments, plasters, etc.) and aerosol preparations, and oral preparations such as 
5 tablets, coated tablets, powders, granules, capsules, pills and solutions (suspensions, emulsions, etc.). 

The various compositions described above are prepared in accordance with the preparation methods generally 
known in this field. 

When the composition is prepared in the form of an injection, for example, a diluent such as water, ethyl alcohol, 
macrogol, propylene glycol, ethoxylated isostearyl alcohol, polyoxylated isostearyl alcohol or polyoxyethylene sorbitan 

10 fatty acid ester, a pH adjustor and a buffer such as sodium citrate, sodium acetate or sodium phosphate, a stabilizer 
such as sodium pyrosulfite. ethylenediamlnetetraacetic acid, thioglycolic acid or thiolactic acid, and the like may be 
used as carriers. In this case, sodium chloride, glucose or glycerol may be contained In the medicinal preparation in an 
amount sufficient to prepare an isotonic solution. Besides, conventional sdubilizing aids, analgesics, local anesthetics 
and the like may also be added. These carriers can be add&J to prepare subcutaneous, intramuscular and intravenous 

IS injections in accordance with a method known Qgr §g in the art. 

When the composition is prepared in the form of a suppository, poiyethytene glycol, cacao butter, lanolin, higher 
alcohols, esters of higher alcohols, gelatin, semisynthetic glycerides, Witepsol (trade marK product of Dynamit Nobel 
Co.) and the like may be used as carriers with a suitable ab^rbefacient added thereto. 

When the composition is prepared in the form of ointments, for example, paste, cream and gel. a base, a stabilizer, 

20 a wetting agent, a preservative and the like, which are routinely used, are incorporated as needed, and tiie components 
are mixed to formulate the desired preparations in accordance witii a method known pst In the art. As tiie base, there 
may be used, for example, white petrolatum, paraffin, glycerol, a cellulose derivative, polyethylene glycol, silicon or ben- 
tonite. As the preservative, metiiyl p-hydroxybenzoate, ethyl p-hydroxybertzoate^ propyl p-hydroxybenzoate or tiie like 
may be used. 

£5 When the plaster is prepared, it is only necessary to apply the above ointment, cream, gel or paste to a support 
routinely used in a method known q§[ gg in the art As the support, a fabric or nonwoven fabric made of cotton, rayon 
or chemfoal fibers, or a film or foamed sheet of soft polyvinyl chloride, polyethylene or pdyurethane is suitable. 

When the composition is prepared in the form of oral solid preparations such as tablets, powder and granules, there 
may be used, as can-iers. excipients such as lactose, suaose. sodium chloride, glucose, urea, starch, calcium cartx)n- 

so ate. kaolin, crystalline cellulose, silicic add methylcellulose. glycerol, sodium alginate and gum arable; binders such as 
simple syrup, glucose solution, starch solution, gelatin solution, polyvinyl alcohol, polyvinyl ether, polyvinyl pyrrolidone, 
carboxymetiiytcellulose. shellac, mefliytceflulose. ethytcellufose, water, ethanol and potassium phosphate: disintegra- 
tors such as dry starch, sodium alginate, agar powder, laminaran powder, sodium bicarbonate, calcium carbonate, poly- 
oxyethylene sorbitan fatty add esters, sodium lauryl sulfate, stearic acid monoQiyceride, starch and lactose; 

35 disintegration-preventing agents such as sucrose, stearic acid, cacao butter and hydrogenated oils; absorbetadents 
such as quaternary ammonium bases and sodium lauryl sulfate; humectants such as glycerol and starch; adsorbents 
such as starch, lactose, kadin. bentonite and colloidal siica; lubricants such as purified talc, stearic add salts, boric 
add powder and polyettiyiene glycol; and the like. The tablets may be provided as tablets coated with usual coatings, 
for example, sugar-coated tablets, gelatin-coated tablets, enteric coated tabl^. filnfHx>atBd tablets, double layer tab- 

40 lets, multilayer-coated tablets and ttie like. 

Capsule preparations are formulated by mixing ttie compound according to the present invention with the various 
carriers exemplified above and charging the mixture into hard gelatin capsules, soft capsules and the lite. 

When the composition is prepared in the form of pills, there may be used, as carriers, excipients such as glucose, 
lactose, starch, cacao butter, hardened vegetable oils, kaolin and talc; binders such as gum arable powder, tragacantti 

45 gum. gelatin and ethanol; disintegrators such as laminaran and agar; and the like. 

Liquid preparations rray be aqueous or oily suspensions, solutions, syrups or elixirs. These are prepared by using 
usual additives in accordance with a method known est in tiie art. 

The amount of ttie compound according to the present inventfon to be contained in tiie above preparatfons varies 
according to a preparation form, administrata'on route, dosing plan and the like and hence cannot be absolutely said, and 

so is suitably selected from a wkJe range. However, the confipound may preferable be contained in a proportion of about 1 - 
70 wt.% of ttie preparation. 

No particular limitation is imposed on the administration method of the preparation, and an administration method 
such as enteral administration, oral administration, rectal administration, intraoral administratfon or percutaneous 
administration is suitably determined according to a preparation form, ttie age, sex and ottier conditions of a target to 
55 be dosed such as a patient, the diseased condition of the patient, and the like. For example, the tablets, pills, solutions, 
suspensions, emulsions, granules and capsules are orally dosed, while ttie suppositories are intrarectalty dosed. The 
injections are intravenously dosed by themselves or in combination wltti a usual fluid replacement containing glucose, 
amino adds and/or the like, and further intraarterially, intramuscularly, intracutaneousty or subcutaneousty dosed by 
themselves as needed. The ointments are applied to ttie skin, oral mucosa membrane, eto. 
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The dose of the compound according to the present invention is suitably selected according to an administration 
method, the age, sex. diseased condition and kind of a tumor of a target to be dosed such as a patient, the Wnd of the 
compound to be dosed, and other conditions. In general, it is however desirable to dose the compound in a proportion 
of about 1 - 1 .000 mg for the oral preparation, about 0. 1 -500 mg for the injection or about 5- 1 .000 mg for the suppository, 
5 per preparation to be dosed. Besides, a dose per day of the medicine in the form of any of the a)x>ve dose forms is pref- 
erably set on the basis of an amount ranging generally from about 0. 1 to 200 mg/Kg of weight/day, preferably from about 
0.5 to 100 mg/kg of weight/day. These preparations according to the present invention may be dosed at once or in about 
2-4 installments a day. 

No particular limitation is imposed on malignant tumors which can be remedied by administering the preparation 
TO containing the compound according to the present invention. Examples thereof include h^d and neck cancer, esopha- 
geal carcinoma, gastric cancer, colon cancer, rectum cancer, cancer of liver, gallbladder • bile duct cancer, panaeatic 
cancer, pulmonary carcinoma, breast cancer, ovarian cancer, bladder cancer, prostatic cancer, testicular tumor, osteo- 
chondrosarcoma, malignant lynrphoma. leukemia, cervical cancer, skin cardnonna, brain tunr)or and the like. 

15 EXAMPLES 

The present invention will hereinafter be described in more detail by the following Referential Examples. Examples 
and Pharmacological Test Exanfples. However, it should be borne in mind that the present Invention is not limited to and 
by these examples. 

20 

Referential Example 1 : 

Synthesis of 5-0-tert4Mjtyldimethylsilyl-1,2-0-isopropylidene-3-CK2-trimethylsilylet^ 

25 Dissolved in 60 ml of tetrahydrofuran were 6.3 ml (45 mmoQ of trimethylsllylacetylene in an argon atmosphere, and 
the solution was stirred at •78<'C. While keeping the temperature of the reactfon solution at ^O^'C or lower, n-butylilthium 
(n-hexane solution. 1.62 mol/liter; 27.8 ml. 45 mmol) was added dropwise over 30 minutes. Upon elapsed time of 30 
minutes after the drop addition, 4.5 g (15 mnrx)i) of 5-0-tert-butyldimethylsilyt-1 .2-0-isopropylidene-a-D*erythro- pento- 
furanose-S-ulose dissolved in 30 ml of tetrahydrofuran were added dropwise over 10 minutes, and the mixture was 

30 stin'ed further for 3 hours. After 60 ml of a 1 N aqueous ammonium chloride solution were added to the reaction mixture, 
the temperature of the mixture was raised to room temperature. After the reaction mixture was extracted with ethyl ace- 
tate 0 x 35 ml), and the resultant organic layer was washed with a saturated aqueous solution (3 x 20 ml) of sodium 
chforide. the thus-washed organic layer was dried over sodium sulfate. After the organic layer was filtered, the solvent 
was distilled off, and the residue was purified by column chromatography on silica gel (eluted with 5% ethyl acetate-n- 

35 hexane), thereby obtaining 5.92 g (yield: 99%) of the title compound as a white powdered substanca 

mp: 84-86X. 

FAB-MS: m/z 401 (MH*), 3B3(M*-OH). 

^H-NMR (CDCI3) 5: 5.85(d.1 H,H-1,Ji^2=3.8H2). 4.56(d,1 H,H-2,J2,i=3.8H2), 4.01-3.94(m.3H.H-4,H-5), 
40 3.05(s,1 H,3-0H.exchanged with DgO), 1 .56.1 .37(8.each 3H.lpr), 0.91(s.9H',tBu), 0.18(s,9H,Me). 0.06,a.03(s,each 
3H.Me). 



Elemental analysis: 


Calculated (as CidHseOsSia): 

Found: 


C. 56.96; 

C. 56.82; 


H, 9.06. 

H, 9.25. 



50 Referential Example 2: 

Synthesis of 5-0-benzoyl-3-C-ethynyl-1 ,2-0-i8opropylidene-a-D-ribofuranose: 

Dissolved in 15 ml of tetrahydrofuran were 1 .44 g (3.6 mmol) of the compound obtained in Referential Example 1 , 
55 and 5.4 ml (5.4 mmol) of a 1 N tetrabutylammonium fluoride in tetrahydrofuran solution were added, followed by stimng 
for 10 minutes at room temperature. The solvent was distilled off to obtain 5-0-tert-butyldimethylsilyl-3-C-ethynyl-1 ,2- 
0-isopropy1idene-a-D-ribofuranose as a syrupy sut>stance. This compound was dissolved in 30 ml of pyridine, and 0.92 
ml (7.9 mmoQ of benzoyl chloride was added under cooling with ice water, followed by stirring at room temperature for 
2 hours. The solvent was distilled off under reduced pressure, and the residue was azeotropically distilled three times 
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with toluene. The resultant residue was dissolved in 50 ml of etiiyl acetate, and the solution was subjected to liquid sep- 
aration by using 25 ml of water and a saturated aqueous solution of sodium hydrogencarbonate (3 x 25 ml) in that order, 
followed by drying of the resultant aganic layer over sodium sulfata After the thus-dried organic layer was filtered, the 
solvent was distilled off, and the residue was purified by column chromatography on silica gel (eluted with 0-5-1 0% ethyl 
5 acetate-n-hexane). thereby obtaining 1 .07 g (yield: 93%) of the title compound as a yellow syrupy substance. 

FAB-MS: w/z 319(MH^, 303(M*-Me). 

^H-NMR (CDCI3) 6: 8.12-7.42(m,5H.benzoyl). 5.97(d,1H,H-1.Ji 2==3.8Hz). 476(dd.1H.H- 
5a,J5a.4=3.8Hz,J5a 5bo12.0H2), 4.61 (d.d.1H.H-5b,J5b4=7.4Hz,J5b5a=12.0H2), ' 4.60(d,1H,H-aJ2 io3.8Hz), 
10 4.23(dd. 1 H.H-4.J4 5e»3.8Hz.J4^o7.4Hz), 3.02(s.1 H.3-0H,exchanged with D2O). 2.63{s. 1 H.3-C»CH). 
1.62.1.41(&.6ach3Kipr). 



Elemental analysis: 


Calculated (as C-iyHiaOe): 
Found: 


C, 64.14; 
C. 64.08; 


H, 5.70. 
H, 5.73. 



20 Referential Example 3: 

Synthesis of methyl 2,3,5-tri-0-benzoyl-3-C-ethynyl-a.p-D-ribofuranose: 

(1) Dissolved In 27 ml of absolute methanol were 637 mg (2.0 mmol) of the compound obtained in Referential 

25 Example 2, and 1 .25 g (5.0 mmol) of pyridinium p-totuenesulfonate were added to heat the mixture under reflux for 
3 days In an argon atmosphere. After cooling the reaction mixture to room temperature, the solvent was distilled off 
under reduced pressure, the residue was dissolved in 30 ml of ethyl acetate, and the solution was subjected to liq- 
uid separation by using 1 5 ml of water and a saturated aqueous solution of sodium hydrogencarbonate (3x15 ml) 
in that order, followed by drying of the resultant organic layer over sodium sulfate. After the thus-dried aganic layer 

30 was filtered, the solvent was distilled off to obtain methyl 5-0-benzoyl-3-C-ethynyl-a,p-D-ribofuranose as a syrupy 
substance. This compound was azeotropically distilled three times with pyridine and then dissolved in 30 ml of pyri- 
dine. Under cooling with ice water. 2.32 ml (20 mmd) of benzoyl chloride and 367 mg (3 mmol) of dimethylaminopy- 
ridine were added to the solution to stir the mixture at lOO^'C for 24 hours. After cooling the reaction mixture to room 
temperature, the solvent was distilled off under reduced pressure, and the residue was azeotropically distilled three 

35 times with toluene. The resultant residue was dissolved in 20 ml of ethyl acetate, and the solution was subjected to 
liquid separation t>y using 10 ml of water and a saturated aqueous solution of sodium hydrogencarbonate (3x10 
ml) in that order, followed by drying of the resultant organic layer over sodium sulfate. After the thus-dried organic 
layer was filtered, the solvent was distilled off, and the residue was purified by column chromatography on silica gel 
(eluted with 0-10% ethyl acetate-n-hexane), thereby obtaining 825 mg (yield: 83%) of the title compound as a yel- 

40 low syrupy substance. 

EI-MS: m/2 500{M*). 

^H-NMR (CDCI3) 6: 8. 12-7.30(m,15H, benzoyl x 3). 6.03(d,0.66H.p-H-1.Ji^=1.2Hz), 5.82(d,0.33H.a-H- 
1,J,^=4.4Hz). 5.47(d.0.33H.a-H-2.J2 i=4.4Hz). 5.17(d.0.66H.p-H-2.J2io1.2Hz), 5.10-4.78(m.3H,a,p-H-4.H- 
45 5). 3.53(s.1 .98,p-OMe). 3.45(s.0.99H.a-OMe). 2.86(s,0.66H,p-3-C-CHj, 2.78(s,0.38H.a-3-C-CH). 

Anomer ratio of a:p s 1 2 (as determined by ^ H-NMR). 



Elemental analysis: 


Calculated (as C29H24O8): 

Found: 


C. 69.59; 

C. 69.32; 


H. 4.83. 

H, 4.76. 



55 2) Under cooling with ice water, 0.15 ml (2 mmol) of acetyl chloride was added to 5.0 ml of absolute methanol, and 
the mixture was stined at room temperature for 20 minutes. To this solution, 637 mg (2.0 mmol) of the compound 
obtained in Referential Example 2 dissolved in 2.0 ml of absolute methanol were added dropwise, followed by stir- 
ring at room temperaturefor 2 days. The reaction mixture was neutralized with 1.5 ml of triethylamine, and the sol- 
vent was distilled off under reduced pressure. The residue was azeotropically distilled three times with pyridine and 
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then dissolved in 30 ml of pyridine. Under cooling with ice water, 2.32 ml (20 mmol) of benzoyl chloride and 367 mg 
(3 mmol) of dimethylaminopyridlne were added to the solutbn to stir the mixture at 1 0O'C for 24 hours. After cooling 
the reaction mixture to room temperature, the solvent was distilled off under reduced pressure, and the residue was 
azeotropically distilled three times with toluene. The resultant residue was dissolved in 20 mi of ethyl acetate, and 

5 the solution was subjected to liquid separation by using 10 ml of water and a saturated aqueous solution of sodium 
hydrogencarbonate (3 x 10 ml) in that order, followed by drying of the resultant organic layer over sodium sulfate. 
After the thus-dried organic layer was filtered, the solvent was distilled off. and the residue was purified by column 
chromatography on silica gel (eluted with 0-10% eihyl acetate-n-hexane), thereby obtaining 718 mg (yield: 72%) of 
the title compound as a yellow syrupy substance. The physical property values thereof were identical with those in 

10 the process (1) except that the number of protons in NMR was different. 

Anomer ratio of a:p o 1 :i (as determined by ''H-NMR). 

(3) Under cooling with ice water, 1 .94 ml (27.3 mmol) of acetyl chloride were added to 3.2 ml of water and 8.86 ml 
15 of methanol, and the mixture was stirred at room temperature for 20 minutes. To this solution, 31 8 mg (1 mmol) of 
. the compound obtained in Referential Example 2 dissolved in 2.0 ml of methanol were added dropwise. followed 
by stirring at room temperature Ibr 6 hours. The reaction mixture was neutralized with 4.5 ml of triethylamine, and 
the solvent was distilled off under reduced pressure to obtain methyl 5-0-benzoyl-3-C-ethynyl-o(.p-D*ribofuranGse 
as a syrupy substance. This compound was azeotropically distilled three times with pyridine and then dissolved in 
20 30 ml of pyridine. Under cooling with ice water, 1 .16 ml (10 mmol) of benzoyl chloride and 184 mg (1 .5 mmol) of 
dimethylaminopyricf ne were added to the solution to stir the mixture at lOO^'C for 24 hours. After cooling the reac- 
tion mixture to room temperature, the solvent was distilled off under reduced pressure. The residue was azeotrop- 
ically distilled three times with toluene. The resultant residue was dissolved in 10 ml of ethyl acetate, and the 
solution was subjected to liquid separation by using 5 ml of water and a saturated aqueous solution of sodium 
25 hydrogencartx)nate (3 x 5 ml) in that order, followed by drying of the resultant organic layer over sodium sulfate. 
After the thus-dried organic layer was filtered, the solvent was distilled off, and the residue was purified by column 
chromatography on silica gel (eluted with 0-10% ethyl acetate-n-hexane), thereby obtaining 435 mg (yield: 87%) of 
the title compound as a yellow syrupy substance. The physical property values thereof were Identical with those In 
the process (1). 

30 

Anomer ratio of a:p s 1 :2 (as determined by IH-NMR). 

Referential Example 4: 

as Synthesis of 1-0-aoetyl-2,3.5-tri<)H3erizoyl-3-C-ethynyl-a,p-D-rlbofuranose: 

Dissolved in 1.75 ml of acetic add and 0.22 ml of acetic anhydride were 264 mg (0.53 mmoQ of the compound 
obtained in Referential Example 3 (3). Under cooling with ice water. 0.11 ml of concentrated sulfuric acid was added, 
and the mixture was stirred at room temperature for 4 hours. To the reaction mixture, 4 ml of chloroform were added, 
40 and the resultant mixture was subjected to liquid separation by using 0.4 ml of water, a saturated aqueous solution of 
sodium hydrogencarbonate (3 x 1 .2 ml) and water (2 x 0.4 ml) in that order, followed by drying of the resultant organic 
layer over sodium sulfate. After the thus-dried organic layer was filtered, the solvent was distilled off, and the residue 
was purified by column chromatography on silica gel (eluted with chloroform), thereby obtaining 259 nfig (yield: 98%) of 
the titie compound as a syrupy substance. 

45 

EI-MS: m/z 528(M*). 485(M*-Ac). 

^H-NMR (CDCI3) 6: 8,17-7.32(m,15H,benzoyl x 3), 6.77(d,0.33H,a-H-1,Ji 2=4.6Hz), 6.39(d,0.66Kp-H- 
lJl,2=1.5Hz). 6.19(d,0.66H,p-H.2,J2,i=1.5Hz), 6.07(d.0.33H,a-H-2.J2,i=4.6Hz), '5.07^.79(m,3H.a.p-H-4,H-5), 
2.89(s,0.66H.p-3-C=CH). 2.81(s,0.33H,a-^-C=CH), 2.14(s.1.98H,p-acetyl), 2.00(s,0.99H,a-acetyl). 
so Anomer ratio of orp « 1 :2 (as detenmined by ^ H-NMR). 



Elemental analysis: 


Calculated (as C30H24O9): 
Found: 


C, 68.18; 
C. 68.01; 


H. 4.58. 
H, 4.64. 
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Referential Example 5: 

Synthesis of SO-tert-butyldlmetliylsilyl-l .2-0-isopropylidene-3-Cr(1-propynyl)-a-D-ribofurano8e: 

5 Propyne gas was liquefied at -30''C in an argon atmosphere to store about 0.5 ml of liquid propyne In a three- 
necked flask, to wNch 5 mi of tetrahydrofuran were added, and the mixture was stirred at -IQ^'C. While Keeping the tem- 
perature of the reaction mixture at -70''C or lower, n-butyllithium (n-hexane solution, 1.63 mol/llter; 1.84 ml, 3.0 mmoQ 
was added dropwise over 30 minutes. Upon elapsed time of 30 minutes after the drop addition, 302 mg (1.0 mmol) of 
S-0-tert-butyldimethylsilyl-1,2'0-iSQpropylidene-a-D-erythro-pentofuranose-3-ulose dissolved in 2.5 ml of tetrahydro- 

10 f uran were added dropwise over 1 0 minutes, and the mixture was stirred further for 2 hours. After 5 ml of a 1 N aqueous 
ammonium chloride solution were added to the reaction mixture, the temperature of the mixture was rased to room 
temperature. After the reaction mixture was extracted with ethyl acetate (3x5 ml), and the resultant orgar^c layer was 
washed with a saturated aqueous solution (3 x 3 ml) of sodium chloride, the thus-washed aganic layer was dried over 
sodium sulfate. After the organic layer was filtered, the solvent was distilled off, and the residue was purified by column 

15 chromatography on siHca gel (eluted with 5% ethyl acetate-n-hexane), thereby obtaining 320 mg (yield: 93%) of the title 
compound as a syrupy substance. 

FAB-MS: m/z 327(M*-Me). 
IR (neat): 2255 cm '' (-C=C-), 

20 ^H-NMR (CDQa) 5: 5,83(d.1H.H-1,Ji 2=3.6H2), 4.51(d.1H,H-2J2i=3.6H2). 4.00-3.91 (m.3H,H-4.H-5), 
2.97(s.1H.3-OH.exchanged with DjO). 1.87(s.3H,3-C=OfiH3). 1.56,'l.36(s.each 3H.ipr), 0.91(s.9H.tBu). 
0.10.0.09(s.each 3H,Me). 



Elemental analysis: 


Calculated (as Ci7H3o05Si): 
Found: 


C. 59.61; 
C. 59.38: 


H,8.83. 
H, 8.94. 



90 

Referential Example 6: 

Synthesis of 5-0-benzoyl-3-C-(1 -propynyl)-1 ,2-0-isopropylidene-a-D-ribofuranose: 

35 Dissolved in 30-mI of tetrahydrofuran were 3.42 g (1 0.0 mmol) of the compound obtained in Referential Example 5. 
and 10.0 ml (10.0 nvnol) of a 1 N tetrabutylammonium fluoride in tetrahydrofuran solution were added, followed by stir- 
ring at room temperature for 20 minutes. The solvent was distilled off to obtain 3-C-(1 -propynyl)-1 ,2-0-isopropylidene- 
a-D-ribofuranose as a sympy substance. This compound was dissolved in 50 ml of pyridine, and 2.90 ml (25.0 mmol) 
of benzoyl chloride were added to the solutbn under cooling with k:e water, followed stirring at room temperature for 

40 4 hours. The solvent was distilled off under reduced pressure, and the residue was azeotropically distilled three times 
with toluene. The resultant residue was dissolved in 100 ml of ethyl acetate, and the solution was subjected to liquid 
separation by using 50 ml of water and a saturated aqueous solution of sodium hydrogencarbonate (3 x 50 ml) In that 
order, followed by drying of the resultant organic layer over sodium sulfate. After the thus-dried organic layer was fil- 
tered, the solvent was distilled off. and the residue was pirified by column chromatography on silica gel (eluted with 5- 

45 10-15% ethyl acetate-n-hexane] . thereby obtaining 2.47 g (yield: 74%) of the title compound as a white powdered sub- 
stance. 

mp; 120-122''C. 
FAB-MS: mfz 333(MH^. 

50 ^H-NMR (CDCI3) 5: 8.09-7.43(m.5H.benzoyO. 5.92(d,1H,H-1.Ji 2=3.6Hz). 4.72(dd.1H.H- 

5a.J5a.4=3.4Hz.J5a5b=1 1.9Hz). 4.56(dd,lH,H-5b.J5b4o7.7Hz,J5b5a=11.9Hz). ' 4.53(d,1H,H-2,J2 io3.6Hz). 

4.17(d.d.1H,H^.J4 5a=3.4Hz,J4 5bo7.7Hz). 2.90(6,1 H,3^H,Bxchanged with DgO), 1.89(b,3H.3-C-C-CH3), 
1.60.1.39(s,each 3H,ipr). 

55 
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Elemental analysis: 


Calculated (as Ci8H2o06)- 
Found: 


C, 65.05: 
C. 64.92: 


H. 6.07. 
H, 6.19. 



Referential Example 7: 

10 

Syntliesis of methyl 2.3.5-tri-0-benzoyl-3-C-(1-propynyl)-a,p-D-ribofurano6e: 

Under cooling with ice water. 13.4 ml (179 mmol} of acetyl chloride were added to 22.1 ml of water and 74.9 ml of 
methanol, and the mixture was stirred at room temperature for 20 minutes. To this solution, 2.3 g (6.9 mmol) of the com- 

IS pound obtained in Referential Example 6 were then added, followed by stirring at room tentperatire for 8 hours. The 
reaction mixture was neutralized with 30 ml of tiiethylamine, and the solvent was distilled off under reduced pressure to 
obtain methyl 5-0-benzoyl-3-C-(1-propynyl)-a,p-D-ribofuranose as a syrupy substance. This compound was azeotrop- 
ically distilled three times with pyridine and then dissolved in 1 1 0 ml of pyridine. Under cooling with ice water. 8.0 ml (69 
mmol) of benzoyl chloride and 1 .27 g (10.4 mmol) of dimethylaminopyridine were added to the solution to stir the result- 

20 ant mixture at lOO^C for 24 hours. After cooling the reaction nnixture to room temperature, the solvent was distilled off 
under reduced pressure. The residue was azeotroplcally distilled three times with toluene. The resultant residue was 
dissolved in 150 ml of ethyl acetate, and the solution was subjected to liquid separation by using 50 ml of water and a 
saturated aqueous solution of sodium hydrogencartX)nate (3 x 50 ml) in that order, followed by drying of the resultant 
organic layer over sodium sulfate. After the thus-dried organic layer was filtered, the solvent was distilled off, and the 

25 residue was purified by column chromatography on silica gel (eluted with 0-10% ethyl acetate-n-hexane], thereby 
obtaining 2.8 g (yield: 80%) of the title compound as a yellow ^rupy substanca 

FAB-MS: m/z 515(MH*). 483(M*-OMe). 

^H-NMR (CDCI3) 6: 8.16-7.29(m.15H.benzoyl x 3). 5.95(s.0.6H.p-H-1). 5.79(d,0.4H,a-H-1.Ji 2=4.4Hz), 
30 5.45(d.0.4H.a-H-2.J2,i=4.4Hz). 5.13(s.0.6H.p-H-2), 5.03-4.72(m.3H.a,p-H-4,H-5), 3.51(s.1.8H.p-OMe). 
3.43(s.1 .2H,a-0Me), '1 .90(s, 1 .8H.B-3-C»C-CH ^) . 1 .87(s, 1 .2H.a-3-C»C -CH>^) . 
Anomer ratio of orp = 2:3 (as determined by ^H-NMR). 



Elemental analysis: 


Calculated (as CsoHseOg): 
Found: 


C, 70.03; 
C. 69.77; 


H, 5.09. 
H, 4.86. 



40 

Referential Example 8: 

Synthesis of 1-0-acetyl-2.3,5-trl-0-benzoyl-3-C-(1-prDpynyl)-a,p-D-ribofurano8e: 

45 Dissolved in 16.55 ml of acetic acid and 2.08 ml of acetic anhydride were 2.57 g (5.0 nvnol) of the compound 
obtained In Referential Example 7. Under cooling with ice water. 1 .04 ml of concentrated sulfuric acid were added, and 
the mixture was stirred at room temperature for 30 minutes. To the reaction mixture. 50 ml of chlorofomi were added, 
and the resultant mixture was subjected to liquid separation by using 5 ml of water, a saturated aqueous solution of 
sodium hydrogencarbonate (3x15 ml) and water (2 x 5 ml) in that order, fbllowed by drying of the resultant organic layer 

so over sodium sulfate. After the thus-dried organic layer was filtered, the solvent was distilled off, and the residue was 
purified by column chromatography on silica gel (eluted with 10-20% ethyl acetate-n-hexane). thereby obtaining 2.64 g 
(yield: 98%) of the title compound as a syrupy substanca 

FAB-MS: m/z 543(Mhr). 

ss ^H-NMR (CDCI3) 6: 8. 16-7.34(m,15H, benzoyl x3), 6.75(d,0.4H,a-H-1,Ji^=4.4Hz), 6.35(d,0.6H,p-H-1,Ji 2=1.5Hz), 
6.11(d.0.6H.p-H-2.J2,i=1.5Hz), 6.02(d.0.4H,a-H-2,J2 i=4.4Hz), 4.97-4. 79(m.3H,a.p-H-4,H-5), 2.13(S,1.8H,p- 
acetyl), 1.97(s.1.2H.a-acetyl), 1.92(s,1.8H.p-3-C=C-£H3), 1.86(s,1.2H.a-3-C-C-CH3). 
Anomer ratio of a:p s 2:3 (as detennined by ^ H-NMR). 
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Elemental analysis: 


Calculated (as CaiH^eOg): 
Found: 


C, 66.63: 
C. 68.45; 


H, 4.83. 
H. 471. 



Referential Example 9: 

w 

Synthesis of 5-0-tert-butyldimethytBllyl-1 .2-0-isopropylidene-3-C-(1-butynyi)-a-D-ribofurano8e: 

Butyne gas was liquefied at -SO^'C in an argon atmosphere to store about 0.4 ml of liquid butyne in a three-necked 
flask, to which 5 ml of tetrahydrof uran were added, and the mixture was stirred at -78''C. White keeping the temperature 

15 of the reaction mixture at -70*'C or lower, n-butyllithlum (n-hexane solution. 1 .63 mol/iiter; 1 .84 ml, 3.0 mmol) was added 
dropwise over 30 minutes. Upon elapsed time of 30 minutes after the drop addition, 302 mg (1.0 mmol) of 5-0-tert- 
butyldimethylsilyl-1.2-OHSopropylidene-a-D-erythro-pentofuranose-3-ulose dissolved in 2.5 ml of tetrahydrofuran were 
added dropwise over 1 0 minutes, and the mixture was stirred further for 2 hours. After 5 mt of a 1 N aqueous ammonium 
chloride solution were added to the reaction mixture, the temperature of the mixture was raised to room temperature. 

20 After the reaction mixture was extracted with ethyl acetate (3 x 5 ml), and the resultant organic layer was washed with 
a saturated aqueous solution (3 x 3 ml) of sodium chk>ride, the thus-washed organic layer was dried over sodium sul- 
fate. After the organic layer was filtered, the solvent was distilled off. and the residue was purified by column chroma- 
tography on silica gei (eluted with 5% elhyl acetate-n-hexane). thereby obtaining 259 mg (yield: 73%) of the title 
compound as a syrupy substance. 

25 

FAB-MS: m/^341(M^-Me). 
IR (neat): 2245 cm"^ (-C-C-). 

"•H-NMR (CDQa) 5: 5.83(d.1H,H-1,Ji,2=3.5Hz). 4.51(d.1H.H.2.J2,i=3.5H2), 4.06-3.92(m.3H.H-4,H-5), 
2.97(s.1H,3-OKexchanged with D26), 2.24(m.2H.3-CoC-CHgCHg). 1.60.1.37(6.each 3H.ipr). 
so 1 .1 5(t.3H.J«7.4H2.3-C-C-CHgCHa). 0.91 (s.gH.tBu), 0.1 1 .0.09(s.each 3H.Me). 



Elemental analysis: 


Cabulatad (as C^eHsaOsSi): 
Found: 


C. 60.64; 
C. 60.21; 


H. 9,05. 
H. 9.12. 



Referential Example 10: 

40 

Synthesis of 5-0-benzoyl>3'C-(1 -butynyO-l ,2-C)-isopropylidene-a-D-ribofuranose: 

Dissolved in 30 ml of tetrahydrofuran were 3.56 g (10.0 mmol) of the compound obtained in Referential Example 9. 
and 10.0 ml (10.0 nmol) of a 1 N tetrabutytammonium fluoride in tetrahydrofuran solution were added, followed by stif- 
fs ring lor 20 minutes at room temperature. The solvent was distilled off to obtain 3-C-(1 -butynyl)-1 .2-0-isopropylidene-a- 
D-rix>furanose as a syrupy substance. This compound was dissolved in 50 ml of pyridine, and 2.55 ml (22.0 mmol) of 
benzoyl chloride were added to the solution under cooling with ice water, followed by stirring at room tenperature for 4 
hours. The solvent was distilled off under reduced pressure, and the residue was azeotropically distilled three times with 
toluene. The resultant residue was dissolved In 100 ml of ethyl acetate, and the solutbn was subjected to liquid sepa- 
50 ration by using 50 ml of water and a saturated aqueous solution of sodium hydrogencarbonate (3 x 50 ml) in that order, 
followed by drying of the resultant aganic layer over sodium sulfate After the thus-dried organic layer was filtered, the 
solvent was distilled off, and the residue was purified by column chromatography on silica gel (eluted with 5-10-20% 
ethyl acetate-n-hexane). tiieret^ obtaining 2.98 g (yield: 86%) of the titie compound as a white powdered substance. 

55 mp:110-113'*C. 

FAB-MS: xr\tz 347(MH"^. 

^H-NMR (CDCI3) 6: 8.09-7.42(m,5H. benzoyl), 5.93(d,1H.H-1.Ji 2=3.6Hz), 4.73(dd.1 H. H- 
5a,J5a.4=3.4Hz.J5a5b=12.0H2), 4.56(d.d,1H,H-5b.Jsb4=7.7Hz.J5b5a=12.0Hz). ' 4.53(d,1H.H.aJ2i=3.6Hz). 
4.18(d.d.1H.H-4,J4,5a-3.4Hz,J4,5b=7.7H2). 2.90(s,1 H.S-OH.exchanged with DgO). 226(m.2H.3-C-C-CH2CH3). 
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1.60,1.39(8,each 3H,ipr), 1.16(t,3H,J=7.5Hz 3-C-C-CH2£tb)- 



Elemental analysis: 


Calculated (as Ct9H2206): 
Found: 


C, 65.88: 
C. 65.69: 


H. 6.40. 
H. 6.52. 



10 Referential Example 1 1 : 

Synthesis of methyl 2.3,5-trl-0-ben2oyl-3-C-(1 -butynyl)-a.p-D-ril)ofuranose: 

Under cooling with ice water, 12.3 ml (164 mmoO of acetyl chloride were added to 20.3 ml of water and 69.0 ml of 
IS methanol, and the mixture was stinted at room temperature for 20 minutes. To this solution, 2.2 g (6.4 mmol) of the com- 
pound obtained in Referential Example 10 were then added, followed by stirring at room temperature for 10 hours. The 
reaction mixture was neutralized with 30 ml of triethylamine, and the solvent was distilled off under reduced pressure to 
obtain methyl 5-0-benzoyl-3-C-(1-butynyl)-a,p-D-ribofuranose as a syrupy substance. This compound was azeotropi- 
cally distilled three times with pyridine and then dissolved in 100 ml of pyridine. Under cooling with ice water, 7.4 ml (64 
20 mmol) of benzoyl chloride and 1 .2 g (9.5 mmol) of dimethylaminopyridlne were added to the solution to stir the resultant 
mixture at 100^0 for 24 hours. After cooling the reaction mixture to room temperature, the solvent was distilled off under 
reduced pressure. The residue was azeotropically distilled three times with toluene. The resultant residue was ds- 
solved in 1 50 ml of ethyl acetate, and the solution was subjected to liquid separation by using 50 ml of water and a sat- 
urated aqueous solution of sodium hydrogencartx)nate (3 x 50 ml) in tiiat order, followed by drying of the resultant 
SB organic layer over sodium suffata After the thus-dried organic layer was filtered, the solvent was distilled off, and the 
residue was purified by column chromatography on silica gel (eluted with 0-10% ethyl acetate-n-hexane], thereby 
obtaining 3.0 g (yield: 88%) of the titie compound as a yellow syrupy substance. 

FAB-MS: m/z 529(fv1hr), 497(M*-OMe). 
30 ^H-Nf^R(CDCl3)6:8.16-7.31(m.15H.benzoylx3).5.96(d.0.6H,p-H-1.Ji 2=0.9Hz).5.80(d.04H^ 

5.45(d,0.4H.a-H-2,J2,i=4.4Hz), 5.14(d,0.6H,p-H-2,J2 i=0.9Hz), 5.01^.73(m.3H,a,p-H-4,H-5). 3.5l'(s,1.8H,p- 
OMe). 3.43(8,1. 2H,a<)Me), 2.28-Z21(m,2H,a.p^-C-C-eH2CH3). 1.14-1. 10(m.3H,a,p-3-C«C-CH2etl3). 
Anomer ratio of a:p « 2:3 (as detemnined by ^ H-NMR). 

35 



Elemental analysis: 


Calculated (as C31H28O8): 
Found: 


C, 70.44: 
C. 70.05; 


H, 5.34. 
H, 5.11. 



Referential Example 12: 

Synthesis of 1-0-aoetyl-2,3,5-tri-0-benzoyl-3"C-(1-butynyl)-a.p-D-riboffuranose: 

45 

Dissolved in 16.89 ml of acetic acid and 2.13 ml of acetic anhydride were 2.69 g (5.1 mmol) of the compound 
obtained in Referential Example 1 1 . Under cooling with ice water, 1.06 ml of concentrated sulfuric acid were added to 
the solution, and tiie mixture was stirred at room temperature lor 30 minutes. To the reaction mixture. 50 ml of chloro- 
form were added, and the resultant mixture was subjected to liquid separation by using 5 ml of water, a saturated aque- 
50 ous solution of sodium hydrogencartDonate (3 x 15 ml) and water (2x5 ml) in thai order, followed by drying of the 
resultant organic layer over sodium sulfate. After the thus-dried organic layer was filtered, the solvent was distilled off, 
and the residue was purified by column chromatography on silica gel (eluted with 10% ettiyl aoelate-n-hexane), thereby 
obtaining 2.37 g (yield: 83%) of tiie titie compound as a syrupy substance. 

55 FAB-MS: m/z 557(MH+), 51 3(M+.Ac), 497(M*-OAc). 

^ H-NMR (CDCI3) 6: 8.16-7.34(m,15H.benzoyl x 3). 6.75(d.0.4H.a-H.1 .Ji^=4.5l-lz), 6.36(d.0.6H.p-H-1.Ji ^^ .1 Hz), 
6.12(d.0.6H.p-H.2.J2,i=1.1Hz), 6.03(d.0.4H,a-H-2.J2j=4.5Hz), 5.02-4. 77(m, 3Ka, p- H-4, H-5), ' 2.31- 
2.28(m.1.2H,p-3-C=C-CU2CH3). 2.25-2. 19(m,0.8H,a-3-C=C-£tl2CH3), 2.14(s,1.8H,p-acetyl), 1.99(S,1.2H,a- 
acetyl), 1.1B-1.15(m,1.8H,p-3-C-C-CH2CH3). 1.10-1.07(m.1.2H,a-3-C-C-GH2Ctb). 
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Anomer ratio of a:p s 2:3 (as determined by H-NIMR). 



Elemental analysis: 


Calculated (as C32H2809): 
Found: 


C. 69.06; 
C, 68.88; 


H. 5.07. 
H. 5.15. 



10 Referential Example 13: 

Synthesis of 5-0-tert-butyldimethylsilyl-1 ,2-0-i8opropylidene-3-C-ethenyl-a-D-ribofuFanose: 

Vinylmagnesium bromide (IN tetrahydrofuran solution, 30.0 ml, 30.0 mmol) was dissolved in 30 ml of tetrahydro- 
is f uran in an argon atmosphere, and the solution was stirred at - 1 S^'C. While Keeping the temperature of the reaction solu- 
tion at -lO'^C or lower. 3.02 g (10.0 mmol) of 5-0-tert-butyldimethylsilyl-1,2-0-isopropylidene-a-D-erythro- 
pentofuranose-3-ulose dissolved in 40 ml of tetrahydrofuran were added dropwise over 30 minutes, and the mixture 
was stirred further for 2 hours. After 50 ml of a 1N aqueous ammonium chloride solution were added to the reaction 
mixture, the temperature of the mixture was raised to room temperature. After the reaction mixture was extracted with 
20 ethyl acetate (3 x 35 ml), and the resultant organic layer was washed with a saturated aqueous solution (3 x 30 ml) of 
sodium chloride, the thus-washed organic layer was dried over sodium sulfate. After the aganic layer was filtered, the 
solvent was distilled off, and the residue was purified by column chromatography on silica gel (eluted wHh 5% ethyl ace- 
tate-n-hexane). thereby obtaining 2.1 1 g (yield: 64%) of Uie title compound as a syrupy substance. 

2S FAB-MS: mfe 31 5(M+-Me). 

^ H-NMR (CDCI3) 6: 5.83(d,1 H,H-1 , J, ^-3.8Hz), 5.77(d.d, 1 H.3-CHcoCHaCHb.Jc 7.2Hz.Jc b«1 1 -OHz), 
5.53(d.d.1H,3-CHc-CbaCHh,Ja.c=17.2Hz,Jaj&-1.5Hz). 5.28(d.d,1H,3-CHcBCHgJ2tlbJbc»1 1.0Hz Jba""l-5H2), 
4.22(d,lH,H-2,J2,i=3.8H2), 3.98(t.1H,H-4.J=5.6Hz), 3.69-3.67(m.2H.H-5). 2.76(8, 1H,3-0H.'exchanged with DgO). 
1.61.1.35(s.each'3H,ipr), 0.88(s,9H.tBu). 0.06.0.05(s,6ach 3H.Me). 

30 

Referential Example 14: 

Synthesis of 5-0-benzoyl-3-C-6thenyl-1,2-0-isopropylidene-a-D-ribofuranose: 

35 Dissolved in 20 ml of tetrahydrofuran were 1 .67 g (5. 1 mmol) of the compound obtained in Referential Example 1 3, 
and 5.1 ml (5.1 mmol) of a 1 N tetrabutylammonium fluoride in tetrahydrofuran solution were added, followed by stirring 
for 20 minutes at room temperature. The solvent was distilled off to obtain 5-0-tert4xjtyldimettiyl8ilyl-3-C-6thenyl-1 ,2- 
O-isopropylidene-a-D-ribofuranose as a syrupy substance. This compound was dissolved in 35 ml of pyridine, and 1 .72 
ml (15.0 mmol) of benzoyl chloride were added to the solution under cooling with ice water, followed by stirring at room 

40 temperature for 4 hours. The solvent was distilled off under reduced pressure, and the residue was azeotropically dis- 
tilled three times with toluene. The resultant residue was dissolved in 65 ml of ethyl acetate, and the solution was sub- 
jected to liquid separation by using 25 ml of water and a saturated aqueous solution of sodium hydrogencarbonate (3 x 
25 ml) in that order, followed by drying of the resultant organic layer over sodium sulfate. After the thus-dried organic 
layer was filtered, the solvent was distilled off. and the residue was purified by column chromatography on silica gel 

45 (eluted with 5-10-20% ethyl acetate-n-hexane). thereby obtaining 1 .46 g (yield: 90%) of the titie compound as a white 
powdered substance. 

mp:110-1irC. 

FAB-MS: m/i 321(MH+), 305(M+-Me). 
50 ^H-NMR (CDCI3) 5: 8.07-7.42(m.5H,benzoyO. 5.91(d,1H,H-1,Ji 2=3.8Hz). 5.81(d.d.1H.3- 
£tlc=CHaCHb.Jc.a'=1 7.3Hz, Jc^=1 1.0Hz). 5.60(d.d.1 H.3-CHc=:CtlaCHb.Ja,c=17.3Hz,Ja^=1.3Hz). 5.36(d.d.1H.3- 
CHc=CHaCtlb.Jb',c=11 0H2.Jb,a«1.3Hz). 4.45(d.d.1H.H-5a.J5a4=2.9HzJ5a5b=12.1Hz), 4.30(d.d.1H.H- 
5b.J5b,4«8.1H2.Ja.5a=12.1Hz). 4.26(d.1H,H-2.J2i=3.8Hz). ' 4.21(d.d.iH,H-4,J45ao2.9Hz.J45b=8.lHz). 
2.84(s,1H.3-0H,exchang6d witii D^}, 1.62.1.38(s,each 3H,ipr). 
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Elemental analysis: 


Calculated (as C17H20O6): 
Found: 


C. 63.74; 
C. 63.75; 


H. 6.29. 
H. 6.21. 



Referential Example 15: 

10 

Synthesis of methyl 2,3,5-trj-0'benzoyl-3-C-ethenyl-a,p-D-ribofuranose: 

Under cooling with ice water. 10.3 ml (137 mmoQ 0I acetyl chloride were added to 17.0 ml of water and 57.6 ml of 
methanol, and the mixture was stirred at room temperature for 20 minutes. To this solution, 1 .7 g (5.3 mmoQ of the corn- 
is pound obtained in Referential Example 14 were added, followed by stirring at room temperature for S hours. The reac- 
tion mixture was neutralized with 20 ml of triethylamine. and the solvent was distilled off under reduced pressure to 
obtain methyl 5-0-benzoyl-3-C-ethenyl-a,p-D-ribofuranose as a syrupy substance. This compound was azeotropically 
distilled three times with pyridine and then dissolved in 85 ml of pyridine. Under cooling with ice water. 6.2 ml (53 mmoi) 
of benzoyl chloride and 0.97 g (8.0 mmol) of dimethylaminopyridine were added to the solution to stir the resultant nix- 
20 ture at lOO^C for 24 hours. After cooling the reaction mixture to room temperature, the solvent was distilled off under 
reduced pressure. The residue was azeotropically distilled three times with toluene. Hie resultant residue was dis- 
solved in 1 20 ml of ethyl acetate, and the solution was subjected to liquid separation by using 35 ml of water and a sat- 
urated aqueous solution of sodium hydrogencartx)nate (3 x 35 ml) in that order, followed by drying of the resultant 
organic layer over sodium sulfate. After the thus-dried organic layer was filtered, the solvent was distilled off. and the 
25 residue was purified by column chromatography on silica gel (eluted with 0-10% ethyl acelate-n-hexane], thereby 
obtaining 1 .7 g (yield: 66%) of the title compound as a yellow syrupy substanca 

FAB-MS: m/z 487(f^*-Me). 471(M*-OMe). 

^H-NMR (CDCI3) 6: 8.14-7.24(m.15H.benzoyl x 3). 6.36(d.d.0.75H,p-3-£tl£=CHaCHb.Jcfl=1.76Hz.Jcb=11.2Hz), 
30 6.22(d.d,0.25H,a-3-CH£=CHaCHb. Jc,a=1 7.6Hz,Jc b=1 1 .2Hz), 5.86(S.0.75H.p-H-1). ' 5.72(d.b.25H,a-H- 
1,Jl^.7Hz). 5.45{d.0.25H.a-H-2 J2'i=4.7Hz), 5.40-5.33(m.2H.Q.B-3-CHc =CHaCHbV 5.15(s,0.75H.p-H-2). 4.95- 
4.93(m,1 H.a,p-H^). 475(d.d,0.25H,a-H-5a,J5a.4=3.9H2. Jg^ 5b«1 1 .9Hz). 4.69(d.d.0.75H.p-H- 

5a,J5a,4=4-2Hz,J5a,5b=11.8Hz). 4.57(d.d,0.75H,a-H-5b,J5b4=6.2Hz,J5b5a=11.9Hz). 4.51(d.d.0.75Kp-H- 
5b,J5b.4=7.2Hz.J5b'5a«11.8Hz). 3.53(s.2.25H.p-OMe). 3.44(s.0.75H.a-OMe)! 
35 Anomer ratio of a'P o 1 :3 (as determined by ^ H-NMR). 



Elemental analysis: 


Calculated (as C29H26O8): 
Found: 


C, 69.31; 
0,69.45; 


H, 5.21. 
H, 5.00. 



Referential Example 16: 

45 

Synthesis of 1-0-acetyl-2.3.5-tri-Obenzoyi-3-C-ethenyl-a.p-D-ribofuranose: 

Dissolved in 9.86 ml of acetic acid and 1.24 ml of acetic anhydride were 1.50 g (2.98 mmoO of the compound 
obtained in Referential Example 15. Under cooling virith ice water, 0.62 ml of concentrated sulfuric add was added, and 

so the mixture was stirred at room temperature for 30 minutes. To the reaction mixture. 23 ml of chloroform were added, 
and the resultant mixture was subjected to liquid separation by using 3 ml of water, a saturated aqueous solution of 
sodium hydrogencarbonate (3 x 7 ml) and water (2x3 ml) in that order, followed by drying of the resultant organic layer 
over sodium sulfate. After the thus-dried organic layer was filtered, the solvent was distilled off, and the residue was 
purified by column chromatography on silica gel (eluted with 10-20% ethyl acetate-n-hexane). thereby obtaining 1 .27 g 

55 (yield: 80%) of the title compound as a yellow syrupy substance. 

FAB-MS: m/z 531 (I^H+). 

^H-NMR (CDCI3) 6: 8.1 5-7.3 1(m,15H,benzoyl x 3), 6.73(d,0.33H.a-H-1 .Ji 2=4.7Hz), 6.40(d,0.66H,p-H- 
1 .Ji,2"1 -SHz). 6.33(d.d.0.66H.p-3-£U&»CHaCHbAJc.a"1 7.4Hz Jcje)«1 1 -SHz), 6.26(d.d.0.33H,a-3- 
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CHc=CHaCHb,Jc,a=175Hz.Jc^=1 1.4Hz), 6.04(d,0.66H.p-H-2,J2,i=1.3Hz). 5.97(d.0.33H,a-H-2.J2i=4.7Hz), 5.48- 
5.41(m2H,o.p-3-CHc=CUflCUB. 5.27-5.03(m.1H,ot.p.H-4). 478-4.50(m.2H,a,p-H-9. 2.14(s.1.98H,p-acetyl). 

1.97(s,0.99H,a-acetyl). 

Anomer ratio of a:p « 1 :2 (as determined by H-NMR). 



Elemental analysis: 


Calculated (as C30H26O9): 
Found: 


C. 67.92; 
C. 67.75; 


H, 4.94. 
H. 4.83. 



Example 1: 

15 Synthesis of 1 -(2,3.5-tii-0-benzoyl-3-C-ethynyl-p-D-ribofuranosyl)cytoslne (Compound 1): 

Added to 222 mg (2.0 mnnol) of cytoslne were 2.0 ml of hexamethyldlsilazane and 7 mg of ammonium sulfate in an 
argon atmosphere, and the mixture was heated under reflux until cytosine was completely dissolved. After the reaction 
mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while keeping dry. and 

20 the residue was azeotropically distilled three times with toluene. To the resultant residue. 264 mg (0.5 mmaX) of the com- 
pound obtained in Referential Example 4 dissolved in 4 ml of anhydrous acetonitrile were added, followed by addition 
of 0.29 ml(2.5 mmol] of tin letiachloride at O^C. The mixture was stirred at room temperature for 18 hours. The reaction 
mixture was added with 12 ml of chloroform and 5 ml of a saturated aqueous solution of sodium hydrogencarbonate. 
and stin'ed at room temperature fa 30 minutes. The precipitate formed was then separated by filtration through Celite. 

25 The filtrate was subjected to liquid separation using water (2x5 ml) and 5 ml of a saturated aqueous solution of sodium 
hydrogencarbonate in that order, followed by drying of the resultant organic layer over sodium sulfate. After the thus- 
dried organic layer was filtered, the solvent was distilled off under reduced pressure, and the residue was purified by 
column chromatography on silica gel (eluted with 5% methanol-chloroform). thereby obtaining 235 mg (yield: 81%) of 
the title Compound 1 as a foamy sibstance. 

30 

FAB-MS: nfV^ 580(MH'). 

■•H-NMR (CDOa) 6: 8.1 5-7.31 (m,15H, benzoyl x 3). 7.76(d,1H,h«,J6 5=7.5Hz), S.60(d,1H.H-r,Jv^«5.2Hz), 
6.06(d,1H,H-2'.J2' t«5.2Hz). 5.72(d,1H.H-5,J56=75H2), 4.9&4.89(m,3H,H-4',H-50, 2.88(S,1H3'-C-CH). 

35 Example 2: 

Synthesis of 1-(3-C-ethynyl-p-D-rbofuranosyl)cyt08ine (Compound 2): 

Dissolved in 9 ml of methanolic ammonia were 200 mg (0.35 mmol) of Compound 1 obtained in Exanple 1 , and 
40 the solution was stirred at room temperature for 2 days. The solvent was distilled off under reduced pressure, and the 
residue was purified by column chromatography on silica gel (eluted with 5-20% methanol-chloroform), thereby obtain- 
ing 83.0 mg (yield: 90%) of the title Compound 2 as a white powdered substance. 

mp: 233-235'C. 
45 EI-MS: m/z 267{M*). 250(M*-OH), 

IR (nujor): 2115 cm-"' (-C«C-). 

UV: Xmax (H2O) 270 nm (€9.100); 

A„ax(0.5N hydrochloric acid) 280 nm (e13.400); 
W (0.5N sodium hydroxide) 272 nm (e9,300). 
50 ^H-NMR (DMSO-de) 6: 786(d.1H.H-6.J6 5=77Hz). 725.7 18(bs. each 1H.-NH. exchanged with DgO). 5.88(d,1H.H- 

r,Ji.2-=6.6Hz), 5.84(s,1H.3'-OH.exc^ian'ged with DgO). 5.79(d,1 H.2'-OH.J2. oh 2*6.6Hz, exchanged with DgO). 

5.78(d,1 H.H.5.J5,6»7.7Hz). 5.06(d.d.1 H-5'-OH,J5..oh 5a=4.4Hz.J5..0H 5'b=5.5Hz. exchanged with DgO), 

4.16(t.1H,H-2',J»=6.6Hz), 3.92-3.89(m.lH.H-4'). 3.74-3.71 (m,2H,H-5'), 3.55(8, 1H,3'-C»CH). 

55 



21 



EP 0 747 389 A1 





Elemental analysis: 


5 


Calculated (as C11H13N3OS]: 


C. 49.45 : 


H, 4.90: 


N, 1572. 




Found: 


C, 49.55: 


H. 4.76. 


N. 15.70. 



Exanple 3: 

10 

Synthesis of 1-(2.3,5-tri-0-benzoyl-3-C-ethynyl-p-D-ribofuranosyl)-5-fluorocytosine (Compound 3): 

Added to 258 mg [2.0 mmoQ of 5-fluorocytoslne were 2.0 ml of hexamethyldisilazane and 7 mg of ammonium sul- 
fate in an argon atmosphere, and the mixture was heated under reflux until 5-fluorocytosine was completely dissolved. 

15 After the reaction mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while 
keeping dry. and the residue was azeotropically distilled three times with toluene. To the resultant residue, 264 mg (0.5 
mmol) of the conpound obtained in Referential Example 4 dissolved in 4 nH of anhydrous acetonitrile were added, fbl- 
iowed by addition of 0.29 ml (2.5 mmol) of tin tetrachloride at O^C. The mixture was stirred at room temperature for 1 B 
hours. The reaction mixture was added with 12 ml of chloroform and 5 ml of a saturated aqueous solution of sodium 

20 hydrogencarbonate. and stirred at room temperature for 30 minutes. The precipitate formed was then separated by fil- 
tration through Celite. The f Qtrate was subjected to liquid separation using water (2 x 5 mQ and 5 ml of a saturated aque- 
ous solution of sodium hydrogencarbonate in that order, followed by drying of the resultant organic layer over sodium 
sulfate. After the thus-dried organic layer was filtered, the solvent was distilled off under reduced pressure, and the res- 
idue was purified by column chromato^aphy on silica gel (eluted with 5% methanol-chlorofbrm), thereby obtaining 224 

25 mg (yield: 81%] of the title Compound 3 as a fbamy substance. 

FAB-MS: m/^598(MH^). 

^H-NMR (CDCI3) 6: 8.15-7.31 (m,15H.ben2oyl x 3). 7.77(d,1H.H-6,J6 6.F=6.1H2). 6.54(d,1H,H-rJv,2'=5.1H2). 
6.03(d,1H,H-2',J2- r=5.1Hz). 4.97-4.96(m.2H.H-5'). 4.91-4.89(m,1H,H-4i 2.90(s.1H,3'-C=CH). 

30 

Example 4: 

Synthesis off 1-(3-C-6thynyl-p-D-ribofuranosyl)-5-fluorocytostne (Compound 4): 

35 Dissolved in 8 ml of methanolic ammonia were 189 mg (0.32 mmol) of Compound 3 obtained in Example 3, and 
the solution was stirred at room tenfperature for 2 days. The solvent was distilled off under reduced pressure, and the 
residue was purified by cplumn chromatography on silica gel (eluted with 5-20% methanol-chlorofonn), thereby obtain- 
ing 81.0 mg (yield: 89%) of the title Conrpound 4 as a white powdered sii3stance. 

40 mp: 242'»C (decomposed). 
EI-MS:nfVz 285(1^/1-^). 
IR(nujor):2115cm-^(-C-C-). 

^H-NMR (DMSO-de) 5: 8.11(d,1H,H-6.J6.5-F=7.2Hz), 7,82.7.57(bs,each 1H,-NH,exchanged with DgO), 
5.84(d.d,1H,H-1',Ji ,2=6.9Hz.Jv.5-F=1-9H2). ' 5.81 (s.1H.3'-0H, exchanged with DgO). 5.72(d.1H.2'-OH.J?. 
46 0H.z=6.6Hz,exchanged with ' DgO). 5. 14(t1H.5'-OH.J=4.5Hz. exchanged with DgO), 4.13(d.d.1H,H- 
2',J2vi'=6.9Hz.J2.^.^H=6.6Hz). 3.88-3. 87(m,1H,H-4'), 3.75-3.60(m.2H,H-5'). 3.53(s,1H 3'-C»CH). 



Elemental analysis: 


Calculated (asCuHigFNsOs): 
Found: 


C. 46.32: 
C. 46.12: 


H. 4.24; 
H, 4.28. 


F, 6.66; 
F,6.61; 


N, 14.73. 
N, 14.69. 
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Example 5: 

Synthesis of 1-(2.3,5-tri-0-benzoyl-3-C-ethynyl'P-D-ribofurano8yl)uracil (Conpound 5] and 3-(2.3.5-tri^O-benzoyt-3-C- 
ethynyl-p-D-ribofurano8yt)uractl (Compound 6): 

5 

Added to 225 mg (2.0 mmol) of uracil were 2.0 ml of hexamethyldisllazane and 7 mg of ammonium sul^te in an 
argon atmosphere, and the ntixture was heated under reflux until uracil was completely dissolved. After the reaction 
mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while keeping dry, and 
the residue was azeotropically distilled three times with toluene. To the resultant residue. 264 mg (0 .5 mmol) of the conv 

10 pound okstained in Referential Example 4 dissolved in 4 ml of anhydrous acetonitrile were added, followed by addition 
of 0.23 ml (2.0 mmol) of tin t^achloride at 0*^0. The mixture was stirred at room temperature for 2 days. The reaction 
mixture was added with 12 ml of chloroform and 5 ml of a saturated aqueous solution of sodium hydrogencarbonate. 
and stirred at room temperature for 30 minutes. The preoprtate formed was then separated by filtration through Cellte. 
The filtrate was subjected to liquid separation using water (2x5 ml) and 5 ml of a saturated aqueous solution of sodium 

IS hydrogencarbonate in that order, followed by drying of the resultant organic layer over sodium sulfate. After the thus- 
dried organic layer was filtered, the solvent was distilled off under reduced pressure, and the residue was purified by 
column chromatogaphy on silica gel (eluted with 0-5% methand-chlorotorm). thereby obtaining 167 mg of the title 
Conpound 5 (eluted with chloroform, yield: 58%) and 57 mg of the title Compound 6 (eluted wHh S%-methanot*chioro- 
form. yield: 20%). both, as foamy substancea 

20 

Conpound 5: 

FAB-MS: m/zSSKMH-^. 

^H-NMR (CDCI3) 5: 8.13-7.30(m.15H,benzoyl x 3), 8.05(br,1H,-NH,exchanged with DgO), 771(d.1HH- 
25 e,Js 5=8.2Hz). 6.38(d.1 H.H-1 \Jy g^SOHz), 6.01(d.1 H,H-2',J2. v=5.0H2), 5.74(d.d.1H.H- 

5 J5;6«8.2Hz.J5 NH«2.0H2), 4.98-4.87(miH.H-4'.H-5'). 2.92(8,1 H,3'-CoCH). 

Compound 5: 

30 FAB-MS: mfe581(MH*). 

^H-NMR {CDCI3) 6: 9.26(bs.1H.-NH,exchanged wHh DgO). ai4-7.29(m,16H,benzoyl x 3,H^). 6.92(d.1H,H- 
r.Jv2'=6.8Hz), 6.69(d.1H,H-2',J2.r=6«8Hz). 5.82(d,1H,H-5.J5 6=7.6Hz), 5.04^.88{m,3H,H-4',H-50. 2.82(s.1H3'- 
C-CH). 

35 Example 6: 

Another synthesis of 1-(2,3,5-tri*0-benzoyl-3-C-ethyr!yi-p-D-ribofurano8yQ uracil (Compound 5): 

Added to 225 mg (2.0 mnrx)!) of uracil were 2.0 ml of hexamethyldisllazane and 7 mg of anrmonium sulfate in an 
40 argon atmosphere, and the mixture was heated under reflux until uracil was completely dissolved. After the reaction 
mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while keeping dry. and 
the residue was azeotropically distilled three times with toluene. To the resultant residue, 264 mg (0.5 mmol) of the com- 
pound obtained in Referential Example 4 dissolved in 4 ml of anhydrous acetonitrile were added, IbllQwed by addition 
of 0.39 ml (2.0 mmol) of trimethylsilyl trifluoromethanesulfonate at O^C. The mixture was stirred at room temperature for 
45 5 hours. After the reaction mixture was added with 12 ml of chloroform and 5 ml of a saturated aqueous solution of 
sodium hydrogencarbonate, and stin'ed at room terrperature for 30 minutes, the reaction mixture was subjected to liq- 
uid separation using water (2 x 5 ml) and 5 ml of a saturated aqueous solution of sodium hydrogencarbonate in that 
order, followed by drying of the resultant organic layer over sodium sulfete. After the thus-dried organic layer was fil- 
tered, the solvent was distilled off under reduced pressure, and the residue was purified by column chromatography on . 
so silica gel (eluted with chlorofomi). thereby obtaining 274 mg (yiekl: 96%) of the title Compound 5 as a loamy substance. 

Example 7: 

Synthesis of 1-(3-C-ethyny1-p-D-ribofuranosyl)uracil (Compound 7): 

55 

Dissolved in 10 ml of methanolic amnrxxiia were 150 mg (0.26 mmol) of Compound 5 obtained in Example 5 a 6, 
and the solution was stirred at room temperature for 2 days. The solvent was distilled off under reduced pressure, and 
the residue was purified by column chronriatography on silica gel (eluted with 5-15% melhanohchlorofbrm), thereby 
obtaining 59.4 mg (yield: 85%) of the title Compound 7 as a white powdered substance. 
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mp:226-228*C. 
EI-MS:m/z268(M*). 
IR(nuior):2110cnT'' (-C=C-). 

UV: }^ (HgO.O.SN hydrochloric acid) 261 nm {e1 0.200) : 
5 Afnax (0.5N sodluin hydroxide) 262 nm (e7,500). 

^H-NMR (DMSO-de) 5: 11.35(bs.1HrNH,exchanged with D2O), 7.99(d.1H.H-6.J6.5=8.2Hz}, 5.93(s.1H,3'- 
OH,exchanged with D2O), 5.86(d,1H,2'-OH,J2'.OH2=B.7Hz,exchanged with D2O), 5.83(d,1H.H-r.Jr^'=7.3Hz), 
5.69(d.1H,H-5,J5 6=8.2Hz). 5.1 3(t.1H,5*-OKJ=:4.5Hz. exchanged with DgO). 4.18(d.d,1H,H-Z,J2' v=7.3Hz.J2'2'. 
OH=B.7Hz), 3.90-'3.88(m J H,H-4'). 374-3.60(m,2H.H-S), 3.55{s.1 H,3'-C=CH). 

w 





Elemental analysis: 




Calculated (as C11H12N2O6): 


C. 49.26; 


H. 4.51; 


N. 10.44. 


15 


Found: 


C, 49.00; 


H, 4.64, 


N. 10.52. 



Example 8: 

20 Synthesis of 3-(3-C-ethynyl-p-D-ribof urano8yl)uracil (Compound 8) : 

Dissolved in 15 ml of methanollc ammonia were 55 mg (0.10 mmol) of Compound 6 obtained in Example 5. and 
the solution was stinted at room temperature for 2 days. The solvent was distilled off under reduced pressure, and the 
residue was purified by column chromatography on silica gel (eluted with 5-15% methanol-chloroform). thereby obtain- 
ss ing 1 7. 1 mg (yield: 67%) of the title Compound 8 as a white powdered substance. 

mp: 255''C (decomposed). 

EI-MS: m/z 250(M+OH). 237(M^-CH20H). 

IR(nujor):2230 cm-"" (-0=0-). 
^ UV: \nax (H2O) 264 nm (e7.000); 

W (0.5N hydrochloric acid) 264 nm (e7.200); 
Cax sodium hydroxide) 293 nm (e9,900). 

^H-NfiflR (DMSO-dfi) 6: 11.20(bsJH,-NH,exchanged with DgO), 7.47(d.1H,H-6.JB5=7.6Hz). 6.09(d,1H,H- 

1',Jr.2'«8.3Hz). 5.67(s,1H.3'-OH,exchanged wrth D2O). 5.62(d,1H,2-OH,J2'.oH2=7.0Hz.exchanged with D2O), 
35 5.60(d.1H,H-5,J5 6«7.6Hz). 5.06(d.d.1H.H-2\J2- v=8.3Hz.J^ 2'.OH=7.0Hz). 4.484.46(m,1K5'-OH. exchanged with 

D2O). 3.86-3.84(m,1H.H-4'). 3.68-3.61 (m.2H.H-5'). 3.37(s.1H.3'-C»CH). 



Elemental analysis: 


Calculated (as CnH|2N2C^ • l/SHgO): 
Found: 


C, 47.66; 
C, 47.99; 


H. 4.73; 
H. 4.66. 


N. 10.10. 
N. 10.19. 



4$ Example 9: 

Synthesis of 1-(2,3,5-tri-0-benzoyt-3-C-ethynyl-p-D-rSx)furanosyl)*5-fluorouracil (Compound 9): 

Added to 262 mg (2.0 mmol) of 5-f luorouradl were 2.0 ml of hexamethyldisilazane and 7 mg of ammonium sulfate 
so in an argon atmosphere, and the mixture was heated under reflux until 5-fluorouracil was completely dissolved. After 
the.reaction mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while keep- 
ing dry, and the residue was azeotropically distilled three times wrth toluena To the resultant residue, 264 mg (0.5 
mmol) of the compound obtained in Referential Example 4 dissolved in 4 ml of anhydrous acetonitrite were added, fol- 
lowed by addition of 0.23 ml (2.0 mmol) of tin tetrachloride at O^C. The mixture was stirred at room temperature for 6.5 
55 hours. The reaction mixture was added with 12 ml of chloroform and 5 ml of a saturated aqueous solution of sodium 
hydrogencarbonate, and stirred at room temperature for 30 minutes. Thereafter, the precipitate formed was separated 
by filtration through Celite. The filtrate was subjected to liquid separation using water (2 x 5 ml) and 5 ml of a saturated 
aqueous solution of sodium hydrogencartxsnale in that order, followed by drying of the resultant organic layer over 
sodium sulfate. After the thus-dried organic layer was filtered, the solvent was distilled off under reduced pressure, and 
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the residue was purified by column chromatography on silica gel (eluted with chloroform), thereby obtaining 283 mg 
(yield: 95%) of the title Compound 9 as a Ibamy substance. 

FAB-MS: m/z599(MH*). 

5 ■'H-NMR (CDCI3) 6: 8.16(bs.1K-NH.Qxchanged with DgO), 8.14-7.30(m.15H,benzoyl x 3). 7.83(d.1H,H-6.J6 5- 
F=5.8Hz), 6.35(d.d,1H,H-1'.Jr,2=4.9H2.Jr,5.F'=1.7Hz), 5.79{d.1H.H-2\J2' v=4.9H2). 4.96-4.95(m,2H,H-5'), 4.89- 
4.87(m.1H,H-4% 2.95(S,1H,3'-C-CH). 

Example 10: 

70 

Synthesis of 1-(3-C-ethynyl-p-D-ribofuranosyl)-5-fluorouracil (ConrfX)und 10): 

Dissolved In 12 ml of methanolic ammonia were 276 mg (0.46 mmol] of Compound 9 obtained In Example 9. and 
the solution was stirred at room temperatixe for 2 days. The solvent was distilled off under reduced pressure, and the 
IS residue was purified by column chromatography on silica gel (eluted with 5-20% meihanol-chlorofbrm), thereby obtain- 
ing 121 mg (yield: 92%) of the title Compound 10 as a white powdered substance. 

EI-MS: m/z 286(M*). 251{M*-OH). 

^H-NMR (DMSO-dg) 6: 11. 87(bs.1HrNH. exchanged with DgO), 8.33(d.1H,H'6,J6,5.F=7.2Hz). 5.93(s.1H,3'- 
20 OH.exchanged with DgO), 5,83(d,d,1H.H-r,Ji.2'o7.2Hz.Jv5-F"^-6H2),' 5.82(d,1H.2'-OH.J2'. 
OH^'=6.4Hz.exchanged with DgO). 5,27(t.1K5'-OH,J=4.'lHz,exchanged with D^). 4.18(d.d,1H.H- 
2\J2' r=7.2HzJ2',2'.OH=6-4Hz). 3.92-3.91 (m.lH.H^'). 3.77-3.64(m,2H.H-5'). 3.56(S.1H.3*-C«CH). 

Example 11: 

Synthesis of 1-(2,3,5-tri-0-benzoyl-3-C-ethynyl-p-D-ribofuranosyl)thymine (Compound 11): 

Added to 252 mg (2.0 mmol) of thymine were 2.0 ml of hexamethyldisilazane and 7 mg of ammonium sulfate in an 
argon atmosphere, and the mixture was heated under reflux until thymine was completely dissolved. After the reaction 

30 mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while keeping dry. and 
the residue was azeotropically distilled three times with toluene. To the resultant residue. 264 mg (0.5 mnrx)l) of the com- 
pound obtained in Referential Example 4 dissolved in 4 ml of anhydrous acetonitrile were added, followed by addition 
of 0.23 ml (2.0 mmol) of tin tetrachloride at O^^C. The mixture was stirred at room temperature for 27 hours. The reaction 
mixture was added with 12 ml of chlorofbrm and 5 ml of a saturated aqueous solution of sodium hydrogencarbonate. 

35 and stired at room temperature for 30 minutes. Thereafter, the precipitate formed was separated by filtration through 
Celite. The filtrate was subjected to liquid separation using water (2x5 ml) and 5 ml of a saturated aqueous solution of 
sodium hydrogencarbonate in that order, followed by drying of the resultant organic layer over sodium sulfate. After the 
thus-dried organic layer was filtered, the solvent was distilled off under reduced pressure, and the residue was purified 
by column chromatography on silica gel (eluted with cNorofbrm), thereby obtaining 290 mg (yield: 98%) of the title Com- 

40 pound 1 1 as a foamy substances. 

FAB-MS: m/z 595(MH*). 

^H-NMR (COag) 6: 8.17-7.34(m.17H,benzoyl x 3.H-6,-NH), 6.44{d,1H,H-V.Jv2'=5.9Hz), 6.06(d.1H,H- 
2'.J2vi'=5.9Hz), 4.98-4.95(m,1H.H-40, 4.93-4.90 (m.2H,H-5'). 2.91(s.1H.3*-C-CH), 1.72(6,3H.5-Me). 

45 

Example 12: 

Synthesis of 1-(3-C-ethynyl-p-D-ribofuranosyl)thymine (Compound 12): 

50 Dissolved in 1 2 ml of methanolic ammonia were 290 mg (0.49 mmol) of Compound 1 1 obtained in Example 1 1 . and 
the solution was stirred at room temperature for 2 days. The solvent was distilled off under reduced pressure, and the 
residue was purified by column chromatography on silica gel (eluted with 5-20% methanol-chlorofbrm). thereby obtain- 
ing 1 15 mg (yield: 83%) of the title Compound 12 as a white powdered substance. 

55 mp: 113-118''C. 

EI-MS: m/z 282(M'^). 
IR(nuior):2115cm-i (-C=C-). 
UV: Xmax (HaO) 266 nm (e8,800): 

Xmax (0.5N hydrochloric acid) 265 nm (€a600); 
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Xjn^ (0.5N sodium hydroxide) 267 nm (e7,000). 
^H-NMR (DMSOKlg) 6: 11.30(bs.1H.-NH,exchanged with DgO), 7.B5(d.1H.H-6.J6 5.^0=1 OHz), 5.90(s.1K3'- 
OH.exchanged with DgO). 5.83(d.1H,H-rJi 2o7.5H2). 5.81 (d,1H.2'-OH.J2'.OH2'«67H2, exchanged with DgO), 
5.13(t.1H,5'OH,J=4.4H2,exchanged with DgO), 4.19(d.d.1H,H-2\J2 r«7.5H2.J2'i'-OH'=6.7Hz), 3.88-3.86(m,1H.H- 
5 4'). 3.74-3.65(m,2KH-5'). 3.55(s,lH.3'-C-CH), 1.73(d.3H,5-MeJ5^vie6=1.0Hz). 





Elemental analysis: 


70 


Calculated (as C12H14N2O6 • MeOH): 


C, 49.68; 


H, 5.77; 


N, 8.91. 




Found: 


C. 49.62; 


H. 5.81. 


N. 8.97. 



Example 13: 

15 

Synthesis of 9-(2,3,5-tri-0-benzoyl-3*C-etl^nyl-p-D-ribofuranosyl)-N^-benzoyladenlne (Compound 13}: 

Added to 478 mg (2.0 mmol) of N^-benzoyladenine were 6.0 ml of hexamethyldisllazane and 2 ml of pyridine in an 
argon atmosphere, and the mixture was heated under reflux rntil N^-benzoyladenine wvas completely dissolved. After 

20 the reaction mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while keep- 
ing dry, and the residue was azeotropically distilled three times with toluene. To the resultant residue. 264 mg (0.5 
mmol) of the compound obtained in Referential Example 4 dissolved in 4 ml of anhydrous acetonitrile were added, fol- 
lowed by addition of 0.35 ml (3.0 mmol) of tin tetrachloride at O'^C. The mixture was stirred at room temperature for 7 
hours. The reaction mixture was added with 12 ml of chloroform and 5 ml of a saturated aqueous solution of sodium 

25 hydrogencarbonate, and stirred at room temperature for 30 minutes. Thereafter, tiie precipitate formed was separated 
by filtration through Celite. The filtrate was subjected to liquid separation using water (2 x 5 mQ and 5 ml of a saturated 
aqueous solution of sodium hydrogencart)ona1e In that orderp followed by drying of the resultant organic layer over 
sodium sulfate. After the thus-dried organic layer was filtered, the solvent was distilled off under reduced pressure, and 
the residue was purified by cdumn chromatography on silica gel (eluted with chloroform), thereby obtaining 261 mg 

30 (yield: 74%) of the title Compound 1 3 as a foamy substance. 

FAB-MS: mfz 708(MH*). 

^H-NMR (CDCI3) 6: 8.99(bs.1H.-NHBz,exchanged with DgO), 8.75(s,1H,H-8). 8.49(8,1 H,H-2). 8.16- 
7.31(m,15H,benzoyl x 3), 6.58(d,1H,H-r,Jr2'=4.8Hz). 6.56(d,1H,H-2',J2' r«4.8Hz), 5.07-5.03(m,2H,H-57. 4.98- 
35 4.94 (m. 1 H,H-4'). 2.9S(s.1 H,3'-C-CH). 

Example 14: 

Synthesis of 9-(3-C-ethynyl-p-D-ribofuranosyl)adenine (Compound 14): 

40 

Dissolved in 5 ml of methanolic ammonia were 234 mg (0.33 mmol) of Compound 13 obtained in Example 13. and 
the solution was stinted at room temperature for 2 days. The solvent was distilled off under reduced pressure, and the 
residue was purified by column chromatography on silica gel (eluted with 5-20% methanol-chloroform), thereby obtain- 
ing 80 mg (yield: 83%) of the title Compound 14 as a white powdered substance. 

45 

El-MS: m/z 291(M*). 274(Wr-OH). 

^H-NMR (DMSO-dg) 6: 8.35(s.1H,H-8), 8.14(s,1H,H-2), 7.36(bs,2H,-NH2,exchanged with D2O). 5.99{s,1H,3'- 
OH,exchanged with D2O), 5.88(d,1H,2'-OHJ^.oH,2'=7.2Hz,exchanged with D2O), 5.85(d.1H,H-r,Ji ,2=7.8H2), 
5.60(d.d.1H,5'-OH,J5..oH,5a=7.4Hz.J5.^H,5b=*.0H2'. exchanged with DgO). 4.81(d.d.1H.H-2',J2 r=7.8Hz.J2 ?. 
50 OH«7.2Hz), 4.01 ■3.80(m.1 KH-40. 3.79-3.'69(m.2H.H-5'). 3.54(s,1 H,3'-C-CH). 

Example 15: 

Synthesis of 9-(2,3,5-trl-0-benzoyl-3-C-ethynyl-p-D-ribofurano5yl)-N^-acetylguanine (Compound 1 5): 

55 

Added to 386 mg (2.0 mmol) of N^-acetylguanine were 6.0 ml of hexame%ldisilazane and 2 ml of pyridine In an 
argon atmosphere, and the mixture wos heated under reflux until N^-acetylguanine was completely dissolved. After the 
reaction mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while keeping 
dry. and the residue was azeotropicalty distilled three times with toluene. To the resultant residue. 264 mg (0.5 mmol) 
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of the compound obtained in Referential Example 4 dissolved in 4 ml of anhydrous acetonitrile were added, followed by 
addition of 0.35 ml (3.0 mmoQ of tin tetrachloride at 0*C. The mixture was stinted at room tenperature for 2 hours. The 
reacllon mixture was added with 12 ml of chlorafdrm and 5 ml of a saturated aqueous solution of sodium hydrogencar- 
bonate, arx:i stirred a1 room temperature for 30 minutes. Thereafter, the precipitate formed was separated by filtration 
5 through Celrte. The filtrate was sii^jected to liquid separation using water (2x5 ml) and 5 ml of a saturated aqueous 
solution of sodium hydrog6ncartx}nate in that order, followed by drying of the resultant organic layer over sodium sul- 
fate. After the thus-dried organic layer was filtered, the solvent was cfistilled off under reduced pressure, and the residue 
was purified by column chromatogaphy on silica gel (eluted with chloroform), thereby obtaining 327 mg (yield: 99%) of 
the title Compound 15 as a foamy substance. 

70 

FAB-MS: nV^662(MH^). 

^H-NMR (CDCI3) 6: 12.26(b8.1H.1-NH,exchanged with DgO). 10.36(bs,1H,2-MHAc,exchanged with DgO). 
8.38(s.1H,H-8), 8.15-7.28(m.15H.benzoyl x 3), 6.85(d.1H.H-r.Jv2=3.9H2). 6.32(d.1H.H-2\J2' r=3.9Hz), 5.09- 
5,05(m,1H,H-4'), 5.04-4.86(m,2H,H-5'). 2.97(s,1H,3'-CaCH), 2.36(s'.3H,2-NHAc). 

15 

Example 16: 

Synthesis of 9'(3-C-ethynyl-p-D-ribofuranosyl)guanine (Compound 16): 

20 Susperxied in 30 ml of methanol were 320 mg (0.49 mmd) of Compound 1 5 obtained in Exanrple 1 5, and 0.90 ml 
(0.25 mmoQ of sodium methoxide was added to the suspension. The resultant mixture was stirred at room temperature 
for 2 hours. After the reaction mixture was neutralized with Amberfite IRC-SOs (a cartxsxyiic resin), it was subjected to 
filtration by means of suction, and the filtrate was distilled under reduced pressure. The resultant residue was dissolved 
in 150 ml of water, and the solution was subjected to liquid separation using chlaofbrm (2 x 100 ml). The water layer 

25 was distilled off under reduced pressure, thereby obtaining 95 mg (yield: 63%) of the title Compound 1 6 as a white pow- 
dered substance. 

np: 225*C (decomposed). 
EI-MS:nVz307(M+). 

30 ''H-NMR (DMSO-de) 6: 10.95(bs.1H.1-NH), 8.28(5. 1H.H-8). 6.25(bs,2H,-NH2). B.03(d.1H,H-r.Jv2=7.4Hz). 
5.92(s.1 H,3'-0H), 5.86(d,1 H,2'-OH,J2'.oh ?=6.5Hz), 4.93(t,1 H,5'-OH,J=5.0Hz). 4.62(d.d,1 H,H-2',J2' i«7.4H2.J2' 2-. 
OH=6.5Hz), 3.94-3.92(ni.1 H,H-4'). 3.75-3'66(m,2H.H-5'), 3.53(s.1 H 3'-C-CH). 
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Elemental analysis: 




Calculated (as C12H13N5OS): 


C. 46.90; 


H.4.26: 


N. 22.80. 




Found: 


C, 46.80; 


H, 4.40. 


N, 22.85. 



40 

Example 17: 



Synthesis of 1-(2.3.5-tri-0-benzoyl-3-C-(1-propynyl)-p-D-ribofurHnosyl)cytosine (Compound 17): 

45 Added to 222 mg (2.0 mmol) of cytosine were 2.0 ml of hexamethyldisilazane and 7 mg of ammonium sulfate in an 
argon atmosphere, and the mixture was heated under reflux until cytosine was completely dissolved. After the reaction 
mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while keeping dry, and 
the residue was azeotropically distilled three times with toluene. To the resultant residue. 271 mg (0.5 mmok) of the com- 
pound obtained in Referential Example 8 dissolved in 4 ml of anhydrous acetonitrile were added, fbllowed by addition 

so of 0.29 ml (2.5 mmol) of tin tetrachloride at 0*C. The mixture was stirred at room temperature for 2.5 hours. The reaction 
mixture was added with 12 ml of chloroform and 5 ml of a saturated aqueous solution of sodium hydrogencarbonate, 
and stirred at room temperature for 30 minutes. Thereafter, the precipitate formed was separated by filtration through 
Ceiite. The filtrate was subjected to liquid separation using water (2x5 ml) and 5 ml of a saturated aqueous sdlution of 
sodium hydrogencarbonate in that order, followed by drying of the resultant organic layer over sodium suHate. After the 

55 thus-dried organic layer was filtered, the solvent was distilled off under reduced pressure, and the residue was purified 
by column chromatography on silica gel (eluted with 5% methanol-chloroform), thereby obtaining 214 mg (yield: 72%) 
of the title Compound 17 as a foamy substance. 

FAB-MS: rTV^594(MH'). 
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^H-NMR (CDCI3) 6: 8.1 5-7.31 (m,15H,benzoyl x 3), 7.82(d.1H,H-6,J6.5=7.5Hz). 6.52(d,1H,H-r,Ji.^=4.6H2), 
6.03(d.1H,H-2'.J2'r=4.6H2). 5.74{d,1H,H-5,J5,6=7.5Hz), 4.96-4.86(m,3H,H-4\H-5'), 1.86(s.3H 3'-CoOCtb). 

Exanple 18: 

5 

Synthesis of 1-(3-C-(1-prop/nyl)-p-D-ribofuranosyO-cytosine (Compound 18): 

Dissolved in 6 ml of methanolic ammonia were 1 50 mg (0.25 mmol) of Compound 1 7 obtained in Example 1 7, and 
the solution was stirred at room temperature for 2 days. The solvent was distilled off under reduced pressure, and the 
10 residue was purKied by column chromatography on silica gel (eluted with 5-20% methanol-chlorofbrm), thereby obtain- 
ing 63.0 mg (yield: 89%) of the title Conpound 18 as a pale-yellow powdered substance. 

mp: 162-165'*C. 
EI-MS:m/z281(M*). 

IS ^H-NMR (DMSO-de+DgO) 6: 8.26(d,1H,H-6,J6 5=7.9Hz), 6.15(d,1H,H-5.J5 6=7.9H2), 5.78(d,1H,H-r,Jv^'=5.7H2), 
4.08(d.1 H.H-2\J2' r=5.7Hz), 3.95-3.94(m.1 H.H-4'). 3.75(dd,1 H.H-S'aJs-a 4'=4.7Hz.J5.^ b=12.0Hz). 3.67{d.d J HM- 
5UJ5b,4'=2.5Hz,Js5^e=12.0Hz), 1.81(S.3H3'-C=C-CH3). 



20 


Elemental analysis: 




Calculated (as Ci2Hi5lSf305 > HO • l/SHgO): 


C, 44.85; 


K5.14; 


N. 13.08. 




Found: 


C, 44.72; 


H, 5.10, 


N, 12.93. 



ss 

Example 19: 



Synthesis of 1-(2,3.5-tri-0-benzoyl-3-C-(1-butynyl)-p-D-ribofuranosyl)cyt08ine (Conpound 19): 

so Added to 444 mg (4.0 mmol) of cytosine were 4.0 ml of hexamethyldisilazane and 14 mg of ammonium sulfate in 
an argon atmosphere, and the mixture was heated under reflux until cytosine was completely dissolved. After the reac- 
tion mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while keeping dry, 
and the residue was azeotropically distilled three times with toluene. To the resultant residue. 556 mg (1 .0 mmol) of the 
compound obtained in Referential Example 1 2 dissolved in 8 ml of anhydrous acetonitrile were added, followed by addi- 

35 tion of 0.59 ml (5.0 mmol) of tin tetrachloride at O'C. The mixture was stin-ed at room temperature for 19 hours. The 
reaction mixture was added with 25 ml of chiorofonm and 10 ml of a saturated aqueous solution of sodium hydrogen- 
carbonate, and stirred at room temperature for 30 minutes. Thereafter, the precipitate formed was separated by filtration 
through Celita The filtrate was subjected to liquid separation using water (2 x 10 ml) and 1 0 ml of a saturated aqueous 
solution of sodium hydrogencarbonate in that order, followed by drying of the resultant organic layer over sodium sul- 

40 fate. After the thus-dried organ'x: layer was filtered, the solvent was distilled off under reduced pressure, and the residue 
was purified by column chromatography on silica gel (eluted with 5% methanol-chlorofbrm). thereby obtaining 412 mg 
(yield: 68%) of the title Compound 19 as a foamy substance. 

FAB-MS: m/z 608(H/IH*). 

45 ^H-NMR (CDCI3) 6: 8.1 5-7.31 (m.15H.benzoyl x 3). 7.84(d.1H.H-6.J65=7.4Hz). 6.54(d.1H,H-r,Ji.^=4.6Hz). 
6.04(d,1H.H-2',J2vi=4.6Hz), 5.72(d.1H.H-5.J56=7.4Hz). 4.97-4.85(m,3H.H-4'.H-5'). 2.25-2.20(m.2H.3'-C=C- 
CtfeCHa), 1.08(t,3H.J=7.5Hz.3'-C«C-CH2Cti3).' 

Example 20: 

so 

Synthesis of 1-(3-C-(1-butynyl)-p-D-rlbofurano5yOcytosine (Compound 20): 

Dissolved in 1 2 ml of methanolic ammonia were 336 mg (0.55 mmol) of Compound 19 obtained in Example 19, and 
the solution was stin-ed at room temperature for 2 days. The solvent was distilled off under reduced pressure, and the 
55 residue was purified by column chromatography on silica gel (eluted with 5-20% methanol-chlorofbnn), thereby obtain- 
ing 154 mg (yield: 95%) of the title Compound 20 as a pale-yeOow foamy substance. 

mp: 18M84'C. 
EI-MS:m/z295(ir). 
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^H-NMR (DMSO-de+DaO) 6: 8.27(cl,1H,H-6,J6,5=7.8H2). 6.18(d.1H,H-5.J56=7.8Hz). 5.77{d.1H,H-1\Ji.^=5.5H2), 
4.08(d.1H,H-2',J2.r=5.5H2). 3.96-3.95(m.1H;H-4'). 3.77-3.67(m,2H,H-51, 2.27-2. 17(m.2H.3'-C-C-CU2CH3). 
1 .05(t,3H, Jo7.5Hz.3'-C»C-CH2Cld3). 

5 



Elemental analysis: 


Calculated (as Ci3Ht7N305 • HCI): 
Found: 


C, 4707; 
0,46.91; 


H, 5.47; 
H. 5.61, 


N. 12.67 
N. 12.50. 



10 

Example 21: 

Synthesis of 1-(2,3,5-tri-0-benzoyI-3-C-ethenyl-p-D-rlbofuranosyl)cytosine (Ckjmpound 21): 

IS 

Added to 222 mg (2.0 mmol) of cytosine were 2.0 mi of hexamethyidisiiazane and 7 mg of ammonium sulfate in an 
argon atmosphere, and the mixture was heated under reflux until cytosine was completely dissolved. After the reaction 
mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while keeping dry, and 
the residue was azeotropically distilled three times with toluene. To the resultant residue, 265 mg (0.5 mwd) of the con> 

20 pound obtained in Referential Example 1 6 dissolved in 4 ml of anhydrous acetonitrile were added, followed by addition 
of 0.29 ml (2.5 mmol) of tin tetrachloride at 0*^0. The mixture was stirred at room temperature for 18 hours. The reaction 
mixture was added with 12 ml of chloroform and 5 ml of a saturated aqueous solutbn of sodium hydrogencarbonate, 
and stinred at room temperature for 30 minutes. Thereafter, the precipitate formed was separated by filtration through 
Celite. The filtrate was subjected to liquid separation using water (2x5 ml) and 5 ml of a saturated aqueous solution of 

2S sodium hydrogencarbonate in that order, followed by drying of the resultant organic layer over sodium sulfate. After the 
thus^lried organic layer was filtered, the solvent was distilled off under reduced pressure, and the residue was purified 
by column chromatography on silica gel (eluted wHh 5% methanoj-chlorofbrm), thereby obtaining 201 mg (yield: 69%) 
of the title Conpound 21 as a foamy substance. 

so FAB-MS: m/z 582(MH*). 

"•H-NMR (CDCI3) 6: 8.12-738(m.16H,benzoyl x 3, H-6), 6.51(d,1H.H-r,Jr2"=76H2), 6.35(d.d,1K3'- 
£H^CHaCHb,Jc,a=1 74Hz.Jc^o1 1 .OH2), 6.03(d.1 H.H-2\J2. r=7,6Hz), 5.61 (d,1 H,H-5.J5 6«6.9H2), 5.40- 
5.33(m,2H.3*-CHc«CHiQba, 5.20-5.12(m.1H.H-4), 4.84-4.65(m.2H,H-5'). 

35 Example 22: 

Synthesis of 1-(3-C-ethenyl-p-D-ribofurano8yl)cyto8ine (Compound 22): 

Dissolved in 13 ml of melhanolic ammonia were 323 ntg (0.55 mmol) of Compound 21 obtained in Example 21 , and 
40 the solution was stirred at room temperature for 2 days. The solvent was distilled off under reduced pressure, and the 
residue was purified by column chromatography on silica gel (eluted with 5-20% methanot-chloroldrm), thereby obtain- 
ing 156 mg (yield: 96%) of the title Compound 22 as a white powdered substance. 

nrp: 194-197«C. 

46 El-MS:nVz296(M*). 

^H-NMR (Df^SO-dfi) 6: 793(d.1H.H-6,J6,5=7.5H2), 720.71 7(bs.each 1H.NH). 6.05(d.d.1H,3'- 
Ctfc=CHaCHb,Jc,a=17.2Hz,Jc^=:10.6H2). 5.93(d,1H.H.r.Jv,2=79Hz). 5.75(d,1H,H-5.J56=75H2), 5.46(d.d.1 H.S*- 

CHc=CHaCHb,Ja.c=172Hz, Ja^=2.0Hz), 5.31(d,1 H.Z-OH,J2.oh^=6.7Hz), 5.23(d.d,1H.3'- 

CHc=CHaCtfeJb.c=10.6H2.Jb^=:2.0Hz). 5.21(t1H.5'-OH.J=4,5Hz). 4.77(s,1H,3'-OH), 4.13(d,d,1HH- 

50 2\J2',r»7.9Hz,J2.,^.oH-6.7Hz). 3.76-3.75(m,1 H.H^*), 3.S5-3.39(m,2H.H-S'). 





Elemental analysis: 


55 


Calculated (as C11H15N3OS): 


C. 49.07; 


H, 5.62; 


N, 15.61. 




Found: 


C. 49.17; 


H, 5.48, 


N, 15.59. 
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Example 23: 

Synthesis d 1-(2,3.S-tri-0-benzoyl-3-C*(1i9rop)rrTyl)-p-D-ribofur^^ (Compound 23): 

5 Added to 225 mg (2.0 mmol) of uracil were 2.0 ml of hexamethyUisilazane and 7 mg of ammonium sulfate in an 
argon atmosphere, and the mixture was heated under reflux until uracil was completely dissolved After the reaction 
mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while keeping dry, and 
the residue was azeotropically distilled three times with toluene. To the resultant residue, 271 mg (0.5 mmol) o1 the com- 
pound oi^tained in Referential Example 8 dissolved in 4 ml of anhydrous acetonitrile were added, foDowed by addition 

10 of 0.39 ml (2.0 mmol) of trimethylsilyt trifluoromethanesuifbnate at 0°C. The mixture was stirred at room temperature for 
8 hours. After the reaction mixture was added with 12 ml of chlorolbrm and 5 ml of a saturated aqueous solution of 
sodium hydrogencarfoonate. and stinred at room temperature for 30 minutes, the reaction mixture was subjected to liq- 
uid separation using water (2 x 5 ml) and 5 ml of a saturated aqueous solution of sodium hydrogencarbonate in that 
order, followed by drying of the resultant organic layer over sodium sulfate. After the thus-dried organic layer was fil- 

IS tered, the solvent was distilled off under reduced pressure, and the residue was purified by column chromatography on 
silica gel (eluted with chloroform], thereby obtaining 241 mg (yield: 81%) of the title Compound 23 as a foamy sub- 
stance. 

FAB.MS:m/2 595(MH*). 

20 ^H-NMR (CDCI3) 6: 8. 14-7.30{m.15H, benzoyl x 3). 7.97(br,1H,-NH. exchanged with 0^0), 7.78(d,1H,H- 

6J6.5==8.0Hz). 6.32(d.1H.H-r.Jv;j=4.5Hz), 5.96(d,1H.H-2'J2' i'=4.5Hz). 5.75(d.d.1H,H- 
5.J5,6=8.0Hz.J5,NH=2.0Hz), 4.93-4.84(m.3H.H-4\H-5'). 1 .91 (s.3H.3'-C-C-Cd3) ' 

Example 24: 

25 

Synthesis of 1-(3-C-(1 -propynyl)-p-D-ribofurancsyOuracil (Compound 24): 

Dissolved in 1 0 ml of methanolic ammonia were 236 mg (0.40 mmol) of Compound 23 obtained in Example 23. and 
the solution was stirred at room temperature for 2 days. The solvent was distilled off under reduced pressure, and the 
30 residue was purified by column chromatography on silica gel (eluted with 0-5% methanol-chloroform), thereby obtaining 
86.6 mg (yield: 77%) of the title Compound 24 as a whKe powdered substance. 

mp: 211-213*C. 
EI-MS:m/z283(MH^). 
35 IB (nujor): 2240 cm''' {-C«C-). 

^H-NMR (DMSO-de) 6: 11.33(b8,1H,-NH.exchanged with DgO). 7.97(d.1H,H-6,J6 5=8.2Hz). 5.80(d.1H.H- 
1',Jr.2-=6.9Hz). 5.75(d.1H.2'-OH.J2.^^.=6,5Hz.exchanged with D^). 5.70(s,1H,3'OH.exchanged with DgO). 
5.68(d.d.1H,H-5,J5^6=8-2Hz.J5NH=2.0Hz). 5.04(t,1H,5*"OH,J=4.6Hz, exchanged with DgO). 4.10(d.d.1H,H- 
2',J2',i'=6.9Hz,J2',2'!oH=6-5Hz).' 3.87-3.85(m,1H,H-4'). 3.73-3.62(m.2H,H-5'), 1.83(S.3H,3'-C-C-£H3). 

40 





Elemental analysis: 




Calculated (as C12H14N2O6 * I/5H2O): 


C. 50.42; 


H. 5.08; 


N, 9.80. 


45 


Found: 


C. 50.51; 


H. 4.96, 


N, 9.78. 



Example 25: 

so Synthesis of 1-(2.3,5-tri-0-benzoyl-3-C-(1-butynyl)-p-D-ribofuranoeyl)uracil (Compound 25): 

Added to 225 mg (2.0 mmol) of uracil were 2.0 ml of hexamethyUisilazane and 7 mg of ammonium sulfate in an 
argon atmosphere, and the mixture was heated under reflux until uracil was completely dissolved. After the reaction 
mixture was cooled to room temperature, the solvent was distDled off under reduced pressure while keeping dry, and 
55 the residue was azeotropically distilled three times with toluene. To the resultant residue. 278 mg (0.5 mmoQ of the com- 
pound obtained in Referential Example 12 dissolved in 4 ml of anhydrous acetonitrile were added, followed by addition 
of 0.39 ml (2.0 mmol) of trimethylsilyl trifluoromethanesulfonate at 0°C. The mixture was stined at room temperature. 
After 2 days. 0. 1 9 ml (1 .0 mmol) of trim^lsilyl trifluoromethanesulfonate was added, and the mixture was stirred fur- 
ther for 5 hours at room temperature After the reaction mixture was added with 12 ml of chloroform and 5 ml of a sat- 
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urated aqueous solution of sodium hydrogencartonate, and stirred at room temperature for 30 minutes, the reaction 
mixture was subjected to liquid separation using water (2x5 ml] and 5 ml of a saturated aqueous solution of sodium 
hydrogencarbonate in that order, followed by drying of the resultant organic layer over sodium sulfate. After the thus- 
dried organic layer was filtered, the solvent was distilled off under reduced pressure, and the residue was purified by 
5 column chromatography on silica gel (eluted with chloroform), thereby obtaining 294 mg (yield: 97%) of the title Com- 
pound 25 as a foamy substance. 

FAB-MS: m/z609(MH+). 

^H-NMR (CDCy B: 8.1 5-7. 29(m,15H, benzoyl x 3). 8.02(br.1H,NH), 7.82(d,1H.H-6.J6,5=8.2Hz), 6.34(d,1H,H- 
10 r,Jv.^«4.4Hz), 5.97(d,1H,H-2'.J2 v=4.4Hz). 5.75(d.d.1H.H-5J5 6=8.2HzJ5NH=2.3Hz), '4.93-4.84(m.3H,H-4'.H- 
5'),2.30-2.25(m.2H.3'-C=C-Cd2CH3), 1.12(t.3HJ=7.5Hz.3'-C=C-'CH2CH3). ' 

Example 26: 

15 Synthesis of 1 -(3-CK1 -butynyl)-p-D-rlbofuranosyl]uracil (Compound 26): 

Dissolved In 1 0 ml of methanollc ammonia were 286 mg (0.47 mmol) of Compound 25 obtained In Example 25. and 
the solution was stirred at room temperature for 2 days. The solvent was distilled off under reduced pressure, and the 
residue was purified by column chromatography on silica gel (eluted with 0-5% methanol-chloroform), thereby obtaining 
20 1 29 mg (yield: 93%) of the title Compound 26 as a white powdered substance. 

nrp: 139-142"C. 
EI-MS:m/z297(MH^. 

^H-NMR (DMS0<l6) S: 11.31(bs.1H.NH), 7.96(d,1H.H-6,J6,5=7.8Hz). 5.79(d.1H.H-r,Jr^=S.7Hz). 5.74(d.1H,2*- 
25 OH), 5.67(brs.1H,3'-OH), 5.66(d.1H.H-6,J5 6=7'8Hz), 4.99(t.1H.5'-OH). 4.08{d.d.1H.H. 
2\J2'r«6.7Hz.J2-oH=6-4Hz), 3.87-3.86(m.1H,H-40. 3!74-3.64{m,2H,H-5'). 2.23-2. 19(m.2H,3'-C-C-CtbCH3). 
1 .07(t.3H,J»7.5hi.3'-&-CH2Cb3). 



30 


Elemental analysis: 




Calculated (as Ci3H^6N206 'S^HgO): 


C, 50.85; 


H. 5.65; 


N, 9.12. 




Fbund: 


C, 50.72; 


H, 5.47. 


N. 9.20. 



35 

Example 27: 



Synthesis of 1-(2.3,5-tri-0-benzoyl-3-C-olhenyl-p-D-ribofuranosyl)uracil (Compound 27): 

40 Added to 225 mg (2.0 mnfx)l) of uracil were 2.0 ml of hexamethyidisilazane and 7 mg of ammonium sulfate in an 
argon atmosphere, and the mixture was heated under reflux until uracil was completely dissolved. After the reaction 
mixture was cooled to room temperature, the solvent was distilled off under reduced pressure while keeping dry, and 
the residue was azeotroplcally distilled three times with toluene. To the resultant residue. 265 mg (0.5 mmoO of the com- 
pound obtained in Referential Example 16 dissolved In 4 ml of anhydrous acetonilrile were added, followed by addition 

45 of 0.39 ml (2.0 mmol) of trlmethylsilyl trifluoromethanesulfonate at O'C. The mixture was stirred at room temperature for 
21 hours. After ^e reaction mixture was added with 12 ml of chloroform and 5 ml of a saturated aqueous solution of 
sodium hydrogencarbonate, and stin-ed at room temperature for 30 minutes, it was subjected to liquid separation using 
water (2 x 5 ml) and 5 ml of a saturated aqueous solutfon of sodium hydrogencarbonate in that order, followed t>y drying 
of the resultant organic layer over sodium sulfate. After the thus-dried organic layer was filtered, the solvent was distilled 

50 off under reduced pressure, and the residue was purified by column chromatography on silica gel (eluted with chloro- 
form), thereby obtaining 284 mg (yield: 98%) of the title Compound 27 as a foamy substance. 

FAB-MS: mfz 583(MH*). 

^H-NMR (CDCy 6: ai7-7.44(m.16H.benzoyl x 3, H-6). 8.05(bs.1H.-NH,exchanged with DgO), 6.52(d.1H.H- 
55 r.Jv,2"=7,7Hz), 6.41 (d.d.l H,3'-£He=CHaCHb.Jc^=17.4Hz,Jc,b=1 1 .1 Hz), 6.03(d.1 H.H-2\J2- i«7.7Hz). 
5.54(d.d.1H.H-5,J56=a2Hz.J5NH=2.2Hz), 5.43-5.41 (m,2H,3'-CHc=SHaStte)» 5.25(d.d.1H.H- 

*'.J4'.5'a=3-2Hz ,J4. 5fe=3.7Hz). 4.83(d.d,1 H,H-5*a.J5.a,4'=3-2Hz.J5.a 5^=1 2.6Hz), 4.71 (d.d,1 H. H- 

5t).J5b.4'=3.7Hz.J^5fl=12.6Hz). 
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Example 28: 

Synthesis off 1-(3-C-0thenyl-p-D-ribofurano8yQuracil (Compound 28): 

5 Dissolved In 1 3 ml of methandic ammonia were 279 mg (0.48 mmol) of Compound 27 obtained in Example 27. and 
the solution was stirred at room temperature lor 2 days. The solvent was distilled off under reduced pressure, and the 
residue was purified by column chromatography on silica gel (eluted wHh 5-10% methanol-chlorofbrm), thereby obtain- 
ing 121 mg (yield: 93%) of the title Compound 28 as a pale-yellow powdered substance. 

10 mp:219-222*C. 

EI-MS:m/z271(MH*). 

^H-NMR (DMSO-de) 6: 11.32(bs,1H.-NH.exchanged with D2O). 8.08(^1 H,H-6.J6.5=3.0Hz), 6.05(d.d,1 H,3'- 
eH£=CHaCHb.Jc,a=17.2Hz,Jc^b=10.7H2). 5.95(d.1H.H-r,Jr,2'=8.0Hz). 5.70(d.d,1H,H-5,J56=8.0Hz.J5NH=2.1Hz), 
5.48(d.d,1H,3'-CHc=2baCHb.Ja^c=17.2H2,Ja^=1.9Hz), 5.46(d,1H,2'OH,J2. qh 2'=7.0Hz.exchanged with D2O), 
IS 5.26(d.d. 1 H.3'-CHc=GHaCHb, Jb,'c= 1 0.7H2, Jb.fl= 1 -9Hz), 5.24(t, 1 H,5'-OH,J=4.2H2,exchanged with D2O), 
4.90(s,1 H.3'-0H,exchanged with' D^O), 4.1 1 (d.d.l H.H-2',J2' i^S.OHz.Jg* 2'.oh=7.0Hz). 3.78-3.76(m.1H,H-4'). 3.57- 
3.41(m.2H.H-5'). 



20 


Elemental analysis: 




Calculated (as CiiHi4N20e): 


C. 48.89; 


H, 5.22; 


N. 10.37. 




Found: 


C, 48.81; 


H» 5.18, 


N. 10.34. 



25 

Example 29: 



Synthesis of 1-(3-C"ethynyl-p-D-ribofuranosyl)cyt08ine 5 -monophosphate (Compound 29): 

50 Dissolved in 14 ml of trimethyl phosphate were 267 mg (1 .0 mmol) of Compound 2 obtained in Exarrtple 2, and 466 
ml (5.0 mmol) of phosphorus oxychloride were added to the solution at -lO'^C, followed by stirring at 4<*C for 24 hours. 
After confirming the progress of the reaction by paper electrophoresis (0.05N trfethylamnrK>nium bicarbonate buffer. 700 
V. 1 hour), 1 00 ml of water and 1 00 mi of chloroform were added to the reaction mixture to conduct liquid separation. 
The resultant water layer was washed three times with chloroform. Water was added to the water layer to 400 ml, to 

35 which activated charcoal was added until the absorbance at 270 nm of the aqueous solution reached 0.5 or lower. The 
activated charcoal was mounted into a column (5 cm across x 17 cm) and washed with 1.500 ml of water, followed by 
elution with 4,500 mi of ethanol. FiBCtions (each about 20 ml) of the aqueous solution, the absorbance at 270 nm of 
which was 0.5 or higher, were concentrated and dissolved in a small amount of ethanol. This solution was added to die- 
thyl ether to form powder, and the powder was collected by filtration, thereby obtaining 299 mg (yield: 66%) of the title 

40 Compound 29 as a white powdered substance. 

FAB-MS (negative): m/z 346(1^-). 

^H-NMR (D2O) 6: 8.25(d.1H,H-6.J6 5=6.0Hz), 6.32(d,1H,H-5.J56=8.0Hz). 6.05(d,1H,H-rJi .2'=6-*Hz), 
4.47(d.1H,H-2',J2 r=6.4Hz), 4.39-4.37(m,1H.H-4'), 4.31-4.13(m,2H,H-5'j, 3.13(s,1H,3'-C=CH). 
46' ^V-NMR (D20. 85% H3PO4 (as internal standard)) 6: 0.24(8). 

Example 30: 

Synthesis of 1-(3-C-ethynyl-p-D-ribofuranosyl)cytosine 5'-diphosphate (Compound 30) and 1-(3-C-ethynyl-p-D-ribo- 
50 furanosyl)cyt06ine 5'-triphosphate (Compound 31): 

Dissolved in 3 ml of anhydrous dimethylformamide were 36.8 mg (0.106 mmol) of Compound 29 obtained in Exam- 
ple 29 in an argon atmosphere, and 65.7 mg (0.405 mmol) of 1,1'-carbonyldiimidazole were added to the solution, fol- 
lowed by stirring at room temperature for 16 hours. After confirming the progress of the reaction by paper 
55 electrophoresis (0.05N triethylammonium bicarbonate buffer, 700 V, 1 hour), 27 ml (0.65 mmol) of methanol were added 
to the reaction mixture, followed by stirring at room temperature for 30 minutes. The resultant reaction mixture was 
added with 0.67 ml (0.67 mmol) of a 1M dimethylformamide solution of tributylammonium pyrophosphate and stirred at 
room temperature for 16 hours. After confirming the progress of the reaction by paper electrophoresis (0.05N triethyl- 
ammonium bicarbonate buffer, 700 V, 1 hour), the precipitate fbrrried ¥vas filtered off, and the filtrate was washed with 3 
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ml of dimethylformamide and 3 ml of elhanol and distilled under reduced pressure. After water was added to the residue 
to 100 ml to adsorb the residue on DEAE-Cellulofine A-200 (3 cm across x 21 cm], and the residue was washed with 
500 ml of water, elution was conducted with a O-O.SN triethytammonium bicarbonate buffer {pH about 7.9, 1 .700 ml) at 
a finear concentration gradient, thereby obtaining the title Compound 30 (eluted at 300 OD, 0.10-0.15N, yield: 31%} and 
5 Compound 31 (eluted at 80 OD, 0.18-0.22N, yield: 8%), both, as syrupy substances. 

The purities of Compounds 30 and 31 were confirmed by a linear concentration gradient HPLC with 0.2-0.4M phos- 
phate buff^ (pH 7.0) using YMC-Pack lES-Ax. 

Conditions: 

10 

Column: YMC-Pack lES-Ax. 

Eluertt: 0.2M (0.1 8ec.)-0.4IM (25 min.) phosphate buffer (pH 70). 
Flow rate: I.Oml/min. 
Detection wavelength: 254 nm. 
IS Inj ect volume: 20 [il (0.5 mg/hfil). 
Temperature: room temperature. 



Compound 30 


Compound 31 


Retention time: 9.8 min. 


Retention time: 18.1 min. 



Example 31: 

2S Synthesis of 1 -{3-C-ethynyl-p-D-ribofuranosyl)uracil 5'-monophosphate (Compound 32): 

After azeotropically distilling 100 mg of Compound 7 obtained in Example 7 three times with dioxane. it was dis- 
solved in 10 ml of trimethyl phosphate, and 250 fil of phosphorus oxychloride were added to the solution at -O^'C in an 
argon atmosphere, followed by stirring at 4°C for 24 hours. After confirming the progress of the reaction by paper elec- 

30 trophoresis (0.05N trIetlTylammonium bicartxjnate buffer (pH 8), 700 V, 45 minutes), 1 00 ml of a 0.2N trielhylammonium 
bicart)onate buffer and 1 00 ml of chloroform were added to the reaction mixture to conduct liquid separation. The result- 
ant water layer was washed twice with cNorofbrm. The water layer was concentrated under reduced pressure, and the 
residue was dissolved in 500 ml of water to adsorb nucleic acid-derived substances in the aqueous solution on acti- 
vated charcoal (the activated charcoal was added until the absorbance at 260 nm of the aqueous solution reached 0.2 

35 or lower). The activated charcoal was mounted into a colunn (5 cm across x 13 cm) and washed with 500 ml of water, 
followed by elution with 3.000 ml of ethanol. The resultant ethanol solution was concentrated under reduced pressure, 
and the residue was dissolved in 500 ml of water to apply the solution to a DEAE cellulose column. After washing with 
500 ml of water, the residue was purified by using a 0-0.15N triethylammonium bicarbonate buffer at a linear concen- 
tration gradient thereby obtaining the title Compound 32 (2,500 OD260nm> yield: 62.5%). 

40 

FAB-MS: nVi 347(M-H). 

^H-NMR (D2O) 5: 8.05(d.1H,J=.8.2Hz),6.08(d,1H.J»6.9H2). 5.96(d.1H.J-8.2Hz). 4.47(d,1H,J-6.9Hz), 4.35(m,1H), 

4.28(m.1H). 4.1S(m.1H). 3.15(s.1H). 

^^P-NMR (D2O, H3PO4 (as internal standard)) 6: 3.79(s]. 

45 

Example 32: 

Synthesis of 1-(3-C-elhynyl-p-D-ribofuranosyl)uracil 5'-dlphosphate (Compound 33) and 1-(3-C-€thynyl-p-D-ribofuran- 
osyl)uracil 5*-triphosphate (Compound 34): 

50 

After azeotropically distilling Compound 32 (550 OD260nni' 0 055 mmol) obtained in Exanrple 31 three times with 
dioxane. it was dissolved in 2 ml of anhydrous dimethylformamide, and 30 mg of 1 , V-carbonyldiiinidazole were added 
to the solution, followed by stirring at room temperature for 10 hours in an argon atmosphere. After confirming the 
progress of the reactbn by paper electrophoresis (0.05N triethylammonium bicaitx>nate buffer (pH 8). 700 V, 45 min- 
55 utes), 1 ml of dimethylformamide. in which 4.2 ^1 of methanol had been dissolved, was added to the reaction mixture, 
followed by stirring at room temperature for 30 minutes. The resultant reaction mixture was added with 300 |il of a 1M 
dimethylformamide solution of tributylammonium pyrophosphate and stirred at room temperature for 12 hours. After 
confirming the progress of the reaction by paper electrophoresis (0.05N triethytammonium bicaitsonate buffer (pH 8), 
700 v. 45 minutes), water was added to the reaction mixture to 500 ml in total, and the resultant nnixture was applied to 
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a DEAE cellulose column. After washing the nfiixture with 500 ml of water, elution was conducted with a 0-0.25N trlethy- 
lammonium bicarbonate buffer at a linear concentration gradient, thereby obtaining the title Compound 33 (eluted at 
230 ODgeonm- 0.15-0:16N, yield: 42%) and Compound 34 (eluted at 120 ODggonm. 0.18-0.21 N, yield: 22%). 

Compounds 33 and 34 were confirmed with a 0.2-0.4M phosphate buffer (pH 7.0) using an ion-exchange HPLC 
5 (YMC-Pack lES-Ax) at a flow rate of 1 .0 mUmin. As a result, their retention time were 8 minutes and 1 6 minutes, respec- 
tively. 

Compound 33: 

10 FAB-MS: m/z 427(M-H). 

^H-NMR (DgO) 6: 8.06(d.1KJ=8.0Hz), 6.06(d.1HJ=6.9Hz),6.00(d.1H.Jo8.0Hz), 4.50(d.1H,J=6.9H2), 4.35(mJH), 

4.32(m,1H), 4.28(m,1H). 3.15(s.1H). 

^P-NMR (D2O, H3PO4 (as internal standard)) 6: -9.7(m). 

IS Compound 34: 

FAB.MS:mfe507(M-H). 

^H-NMR (D2O) 5: 8.06(d,1H,Jo8.0Hz). 6.08(d,1KJ«6.1Hz).6.00(d.1H,J«8.0Hz). 4.S0(d.1H,J«6.1Hz). 4.35(m,2H). 
4.31(m.1H).3.15(8.1H). 
20 ^P-NMR (D2O, H3PO4 (as internal standard)) 5: -9.58(m), •9.76(m), -11.12(d). 

Example 33: 

Synthesis of 1-(3-C-trlmethylsilylethynyl-p-D-ribofuranosyI)uracil (Compound 35): 

25 

After a mixture of 30 ml of trifluoroacetic acid and 3.0 ml of water was cooled to O^'C. 4.70 g of 1-(2,5-bis-0-(tert- 
butyldimethylsilyO-P-D-erythro-pentofuran-3- ul06yl)uracll were added. After stirring at 0*0 for 20 minutes, the mixture 
was concentrated to dryness. After the residue was purified by medium-pressure preparative column chromatography 
(Si02. eluted with n-hexane:ethyl acetate = 1 :3}, a mixture of n-hexane-ethyl acetate (10:1) was added to crystallize the 
30 product, thereby obtaining 2.40 g (yield: 67.3%) of 1-(2-0-(tert-butyldlmet»TylsityQ-p-D-erythro-pentDfuran-3-ulo6yl) 
uracil. 

After 2.24 g of cerium chloride heptahydrate were then heated at UO^'C lor 5 hours under a reduced pressure of 
0.2-0.3 Torr. it was cooled to room temperature, and its pressure was returned to ordinary pressure with nitrogen. After 
the thus-treated cerium chloride was cooled with tee water, 7 ml of tetrahydrofuran as distilled were added thereto, and 

35 the mixture was stin-ed overnight at room temperature. The thus-obtained suspension was cooled to - 78^C. 

On the other hand. 0.85 ml of trimethytsilylacetylene was added to 4 ml of tetrahydrofuran in a nitrogen atmos- 
phere, and the mixture was cooled to -78''C and then added with 3.61 mi of 1.66M n-butyillthlunVh-hexane. This mixture 
was stin'ed at -78''C for 30 nninutes, and then added dropwise to the cerium chloride suspension cooled to -78''C by 
means of a syringe. After the resultant mixture was stinted at -78''C for 1 hour, a solution of 356 mg of l-(2-0-(tert- 

40 butyldimethylsilyO-p-D-erythro-pentcfuran-3- ulosyl)uracil obtained above in 2 ml of tetrahydrofuran was added thereto, 
followed by stirring for 2.5 hours. After 0.9 ml of acetic acid was added, the mixture was healed to room temperature, 
added with ethyl acetate and washed twice with salina The ethyl acetate layer was dried over magnesium sulfate and 
then concentrated to dryness. To the residue, 4 ml of a mixture of ethyl acetate-n-hexane was added to aystallize it, 
thereby obtaining 358 mg (yield: 69.6%) of 1-(20-(tert-butykjimetfiyl8ilyl)-3-C-trimethylsilylethynyl-p-D-ribofurano- 

45 syQuradl crystals as a monoacetata 

mp: 188-1 SS'^C. 
FAB-MS: m/z 455(MH+). 

^H-NMR (DMSO-de) 6: 11.96(br.1H.exchanged with DgO), 11.39(d.1H.J=:2.2Hz,exchanged wHh DgO). 
50 8.06(d.1H.J=8.1Hz). 5.89(d,1H.J=7.2Hz). 5.83(s,1H,exchanged with D2O). 5.72(d.d.1H,J=8.1Hz,2.2Hz). 
5.12(t.1H.Je3.9Hz,exchanged with DgO). 4.35(d,1H.Jo7.2Hz), 3.95(t.1H,J»3.2Hz). 3.64-3.77(m.2H). 1.91(s,3H), 
0.82(s,9H). 0.15(8,9H}. 0.09(s,3H), -0.04(s,3H). 

Added to 2 ml of methanol were 309 mg of 1 -(2-0-(tert-butyldimethylsilyl)-3-C-trimethytsilylethynyl-p-D-ribofurano- 
55 syOuracil obtained above, and further 6 ml of 2.5% hydrochloric add-methanol. After stining the mixture at room tem- 
perature for 64 hours, it was concentrated under reduced pressure to dryness. To the residue, ethyl acetate was added 
to crystallize it, thereby obtaining 163 mg (yield: 80%) of the title (k)mpound 35. 

mp:175-177*C. 
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FAB-MS: m/z341(MH+). 

"■H-NMR (DMSO-dg) 6: 11.36{br,1H. exchanged with DgO). 7.94(d,1H^=:8.2Hz), 5.92(s,1H, exchanged with DgO), 
5.85(d.1 H,Jo6.6Hz.exchanged with D^). 5.79(d, 1 H .J«6.6hlz). 5.66(d.1 H,J«8.2H2). 
5.02(t.1H.Jo4.5Hz.exchangQd with D2O}. 4.13(t.1H.J»6.6Hz]. 3.88(1 1H.Js3.7Hz}. 3.63-3.73{m.2H). 0.16(8.9H). 

5 

Example 34: 

Synthesis of 1-(3-C-triethyl8ny[ethynyl-p-D-ribofuranosyl)uracll (Compound 36): 

10 After 9.9 g of cerium chloride heptahydrate were dried at 140*'C for 40 hours under reduced pressure, its pressure 
was returned to ordinary pressure while introducing argon gas. While cooling with ice water and stirring vigorously, 31 
ml of tetrahydrofuran were added at once to the cerium chloride, and the mixture was stirred overnight at room temper- 
ature. 

After 4.77 ml of triethylsllylacetylene were added to 18 ml of tetrahydrofuran, and the mixture was cooled to -78^0 
IS in an argon atmosphere, 15.8 ml of a 1.68M n-butyllithiunVn-hexane solution were added dropwise over 20 minutes. 
After the drop addition, the mixture was stirred further fbr 30 minutes and added dropwise over about 1 0 minutes to the 
cerium chloride suspension cooled to -78^0 by means of a cannula. After corrtpletion of the drop addition, the mixture 
was stirred further for 60 minutes. A solution of 1.58 g of 1-(2-0-(tert-butyldimethylsilyl)-p-D-erythro-pentofuran-3-ulo- 
8yl)uracil in 9 ml of tetrahydrofuran was added dropwise over about 5 minutes to the mixture by means of the cannula. 
20 After 75 minutes. 4.8 ml of acetic acid were added to the reaction mixture, and the resultant mixture was then heated 
to room terrperature. Ihe mixture was sut^ected to liquid separation using 220 ml of ethyl acetate and 180 ml of water. 
After the resultant organic layer was washed with 180 ml d water and 100 ml saturated saline, it was dried over anhy- 
drous sodium sulfate. After the drying, the solvent was distilled off under reduced pressure, and the residue was purified 
by column chromatography on silica gel (hexane:ethy] acetate = 3:2). thereby obtaining 1.85 g (yield: 83%) of 1-(2-0- 
25 (tert-^3utyldlmethylsllyO-3-C-triethylsilylethynyl-p-D-rib^ as a white foamy substanca 

EL-MS: m/z 496(M^), 481(M^-Me), 439(M^-tBu). 

^H-NMR (DMSO^le) 6: 11.30(br6jH), 7.97(d,1H.J=8.1h4z). 5.80(dJHJ=7.3H2). 5.72(s.1H^ 
5.02(t1H). 4.27(d.1HJ=7.3Hz), 3.88(t.1H). 3,63(m,2H), 0.89(t.9H). 0.72{s.9H). 0.50(q,6H), ■0.08(s.3H). - 
30 0.12(s.3H). 

Added to 1.8 g of 1-(2-0-(t8r1-butyldimethylsilyl)-3-C-trlethylsnylethynyl-p-D-rlbofurano^^^ obtained above 
were 50 ml of a 2.6% (w/v) hydrochloric add/methanol solution, and the mixture was stirred at room temperature. After 
80 minutes, the solvent was distilled off under reduced pressure, and the residue was azeotropically distilled twice with 
35 ethanol and purified by column chromatography on covered silica gel (chloroform:methanol ■ 50:1 - 15:1), thereby 
obtaining 1 .3 g (yield: 91%) of the title compound as a white powdered substance. 

mp: 194-196''C. 

EI-MS: m/z 382[M+), 353(M+-El). 
40 ^H-NMR(DMS0<l6) 9.35(brs.1H), 791(d.1H.J=8.2hlz), 5.92(s.1H). 5.87(d,1H), 5.78(d,1H), 5.66(d.1H.J=8.2Hz), 
5.00(t.1H). 4.12(t,1H). 3.88(t,1H}. 3.70(m,2H), a96(t,9H), 0.57(q.6H). 

Example 35: 

45 Synthesis of 1 -(3-C-tiiisopropylsilylethynyl-p-D-ribof uranosyl)uracil (Compound 37): 

After 22.4 g of cerium chloride heptahydrate were dried at UO^C for 7 hours under reduced pressure, its pressure 
was returned to ordinary pressure while introducing argon gas. While cooling with ice water and stirring vigrously* 70 ml 
of tetrahydrofuran were added at once to the cerium chloride, and the mixture was stirred fbr 4 days at room tempera- 
50 ture. 

After 6.2 ml of triisopropylsilylacetylene were added to 18 ml of tetrahydrofuran, and the mixture was cooled to - 
78'*C In an argon atrrxisphere. 16.3 ml of a 1.68M n-butyllithium/n-hexane solution were added dropwise over 20 min* 
utes. As a result, the solution was solidified, and so the solid was heated to -70''C and stirred further for 30 minutes. 
The resultant solution was added dropwise over about 5 minutes to the cerium chloride suspension cooled to -78*^ by 
55 means of a syringe. After completion of the drop addition, the mixture was stirred further for 60 nrinutes. A solution of 
1.63 g of H2-0-(tert-butyldimethytsllyl)-p-D-erythrDi3entofuran-3-ulosyl)uracil in 15 ml of tetrahydrofuran was added 
dropwise over about 30 minutes to the mixture by means of a cannula. After 150 minutes, 4.1 ml of acetic acid were 
added to the reaction mixture, and the resultant mixture was then heated to room temperature. The mixture was sut>- 
jected to liquid separation using 500 ml of ethyl acetate and 300 ml of water. After the resultant organic layer was 
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washed with 300 ml of water andl 00 ml saturated saline, it was dried over anhydrous sodium sulfate. After the drying, 
the solvent was distilled off under reduced pressure, and the residue was purHled bf column chromatography on silica 
gel (hexane:ethyl acetate » 2:1 - 3:2). thereby obtaining 2.05 g (yield: 83%) of 1-(2-0-(tert-butytdimethylsllyl)-3-C*trllso- 
propylsilyiethynyl-p-D-ribofuranosyt)uracil as a white foamy substanca 

EI-MS: m/z 538(M+), 523(M*-Me). 495(M'^-iPr), 481{M*-tBu). 

^H-NMR (DMSO-de) 6: 9.32(brs.1H), a01{d,1H), 5.90(d,1HJ=7.3Hz). 5.73{s.1H). 5.72(d,lH). 5.06(t,1H), 
4.37(d,1H^s7.3Hz}. 3.96(brs.1H). 3.68-3.80(m,2H), 1.06(m,21H), 0.81(8.9H), 0.10(8.3H). -0.04(s,3H). 

Added to 2.0 g of 1-(2<>-(tert-butyldimethylsilyl)-3-C-trilsoprQpytsilylethynyl*p-D-ribofuranosyl)uracil obtained 
above were 50 ml of a 2.6% (w/v) hydrochloric acid/methanol solution, and the mixture was stined at room temperature. 
After 180 minutes, the solvent was distilled off under reduced pressure, and the residue was azeotropically distilled with 
sthanol. purified by column chromatography on covered silica gel (chloroform: methanol = 50:1 - 15:1) and then sus- 
pended in hexane. The suspension was filtered to obtain 1 .4 g (yield: 89%) of the title compound as a white powdered 
substance. 

mp: 199-202-C. 

EI-MS: m/z 424{M*). 381(M+-iPr). 

^H-NMR (DMSO-de) 5: 9.35(br6.1H), 7.90(d,1H,J=8.1Hz). 5.87(6,1H). 6.86(d,1H), 5.78(d.1H,J=6.1H2). 
5.64{d.1H,J=8.1Hz), 4.95(t,1H), 4.12(t.1H,J=6.1Hz), 3.89(f,1H), 3.73(m,2H). 1.06(s.21H). 

Example 36: 

Synthesis of 1 -(3-C-trlphenylsilylethynyl-p-D-ribofuranosyl)uracil (Compound 38): 

After 6.6 g of cerium chloride heptahydrate were dried at 140''C for 7 hours under reduced pressure, lis pressure 
was returned to ordinary pressure while introducing argon gas. While cooling with ice water and stinring vigrcusly, 21 ml 
of tetrahydrofuran were added at once to the cerium chloride, and the mixture was stirred overnight at room tenpera- 
ture. 

After 5 g of triphenyisilylacetylene were added to 1 2 mi of tetrahydrofuran, and the mixture was cooled to -78°C in 
an argon atmosphere. 10.5 ml of a 1 .68M n-butyllithium/n-hexane solution were added dropwise over 1 0 minutes. As a 
result, the solution was solidified, and so the solid was gradually heated to O'^C at wNch a solution was provided. This 
solution was stirred further for 30 minutes and added dropwise over about 30 minutes to the cerium chloride suspension 
cooled to -78°C by means of a cannula. After completion of the drop addition, the mixture was stirred further for 60 min- 
utes. A solution of 1.04 g of 1-(2-0-(tert-butyldimethylsilyl)-p-D-erythro-pentofuran-3-ulosyl) uracil In 6 ml of tetrahydro- 
furan was added dropwise over about 15 minutes to the mixture by means of the cannula. After 60 minutes. 2.7 ml of 
acetic add were added to the reaction mixture, and the resultant mixture was then heated to room temperatur& The 
mixture was subjected to liquid separation using 300 ml of ethyl acetate and 150 ml of water. After the resultant organic 
layer was washed with 150 ml of water and 150 ml saturated saline, It was dried over anhydrous sodium sullate. After 
the drying, the solvent was distilled off under reduced pressure, and the residue was purified by column chromatogra- 
phy on silica gel (chlorofdrm:methanol = 25:1). thereby obtaining 1 .3 g (yield: 72%) of 1-(2-0-(tert-butyldimethylsilyl)-3- 
C-triphenylsllylethynyl-^D-ribofuranosyl)uracil as a white foamy substance. 

EI-MS: m/z 583(MMBu). 

^H-NMR (DMS0<i6) 6: 9.31(br8.1H). 8.07{d.1H,J=8.1Hz). 7.62(d.6H). 7.40-7.50(m.9H). 6.12(s.1H). 
5.96(d.1H,J=:7.5Hz). 5.68(dd,1H.J=8.1Hz), 5.35(t.1H). 4.50(d.1H.J=7.5Hz), 3.74.3.83(m.2H). 0.73(s.9H). - 
0.08(S,3H), -0.14(s.3H). 

Added to 1.3 g of 1-(2-0-(tert-butyldime%lsilyl)-3-C-triphenylsilylethynyl-p-D-ribofuranosyl)uraci obtained above 
were 30 ml of a 2.6% {wN) hydrochloric acid/methanol solution, and the mixture was stinted at room temperature. After 
110 minutes, the solvent was distQIed off under reduced pressure, and the residue was then azeotropically distilled with 
ethanol. purified by column chromatography on covered silica gel (chioroform:methanol o 20:1 - 15:1) and then sus- 
pended in hexane. The suspension was filtered to obtain 940 mg (yield: 88%) of the title compound as a pale-yellow 
powdered sitetance. 

mp: 114-1 le^'C. 

EHMS: m/z 526(M+), 449{M+-Ph). 

^H-NMR (DMSO^e) 6: 9.37(brs,1H), 7.96(d.1H.J=8.1Hz). 7.62(d.6H). 7.42-7.51 (m.9H), 6.23(s.1H). 5.98(d,1H). 
5.87(d,1HJ=6.9Hz). 5.48(dd.1H.J»8.1Hz), 5.19(t,1H), 4.33{t.1KJo6.9Hz). 4.01(t,1H), 3.74-3.85(m.2H). 
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Test Example 1: 



Survival effect against murine leukemia P388: 

5 Murine leukemia P388 ceils (1 x 10^ cells) were implanted intraperitoneally in three female CDF1 nice (aged 8 
weeks} per group. On the day subsequent lo the implantation and the fifth day, test compounds at varied concentrations 
were administered intraperitoneally to their oon^esponding groups of mice. Average survival d^ of each group were 
determined to find a survival rate (T/C, %) in accordance with the following equatton. The results are shown in Table 1 . 

10 Survival rate (T/C. %) = Average survival days of the treated group 

^ ' Average survival days of the control group 



Table 1 



Compound 


Dose 


T/C 




(mg/kg) 


(%) 


Compound 2 


3 


206 




1 


211 


Compound 7 


3 


150 




1 


144 



25 Test Example 2: 
Cytotoxicity: 

Human KB cells were spread In a proportion of 1 x 10^ cells/well on a 96-weII plate. After a compound according 
30 to the present invention was dissolved in purified water, the solution was diluted to various concentrations with an RPMI 
1 640 medium and then added to each well, thereby conducting culture. After incubating at 37<'C for 3 days in a S% CO2- 
incubator, the number of cells was counted by an MTT method. 

The cytotoxicity of each of the compounds tested was expressed by a concentration (IC50] of the compound at 
which the number of cells was decreased by 50% compared with a control. The results are shown in Table 2. 



Table 2 


Compound No. 


IC50 




Oig/ml) 


Compound 7 


0.0077 


Compound 35 


0.0078 


Comparative compound 1* 


>100 



* Comparative cxxnpound 1: 1-C3-C- 
45 ethyl-p-D-rbofuranosyl)uracll. 



As apparent from the results, the conrpounds according to the present invention exhbited extremely strong cyto- 
toxic activities compared with the already-known compound. l-(3-C-ethyl-p-D-ribofuranosyl)uracil. 
50 Preparation Examples using the compounds according to the present invention will hereinafter be described. 

Preparatkxi Example 1 : Capsule preparation 

A capsule preparation was formulated in accordance with the following fbrnuiation and a method known per se in 
55 the art. 
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Conpound 2 


200 mg 


Lactose 


30 mg 


Corn starch 


50 mg 


Crystalline cellulose 


10 mg 


Magnesium stearate 


3mg 


One capsule contained 


293 mg. 



Preparation Exanple 2: Tablet preparation 

IS A tablet preparation was formulated in accordance with the following formulation and a method known Qgr sg in the 
art 



Compound 7 


100 mg 


Lactose 


47 mg 


Corn starch 


50 mg 


Crystalline cellulose 


50 mg 


Hydroxypropyloellulose 


15 mg 


Talc 


2mg 


Magnesium stearate 


2mg 


Ethylceltulose 


30 mg 


Unsaturated fatty acid glyceride 


2 mg 


Titanium dioxide 


2mg 


One tablet contained 


300 mg. 



35 

Preparation Example 3: Granule preparation 

A granule preparation was formulated in accordance wHh the following formulation and a method known perse in 
the art 

40 



Compound 14 


200 mg 


Mannitol 


540 mg 


Corn starch 


100 mg 


Crystalline cellulose 


100 mg 


Hydroxypropytcellulose 


50 mg 


Talc 


10 mg 


One wrapper contained 


1000 mg. 



Preparatfon Exanfiple 4: Ren granule preparation 

55 

A fine granule preparation was formulated in accordance with the following formulation and a method known Qgr 
in the art. 
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Compound 35 


200 mg 


Mannitol 


520 mg 


Corn starch 


100 mg 


Crystalline cellulose 


100 mg 


Hydroxypropylcellulose 


70 mg 


Talc 


10 mg 


One wrapper contained 


1000 mg. 



Preparation Example 5: Injection preparation 

IS 

An injection preparation was fonmulated in accordance with the following formulation and a method known qsl Sfi 
In the art. 



Compound 4 


100 mg 


Distilled water for injection 


Proper amount 


One vial contained 


2 ml. 



25 

Preparation Example 6: Suppository preparation 

A suppository preparation was formulated in accordanoe with the following formulation and a method known parse 
in the art. 

30 



Compound 10 


200 mg 


Witepsol S-55 (mixture of mono-, di- and Irigiycerides of saturated fatty 
acids from lauric acid to stearic acid, product of Dynamite Nobel Co.) 


1300 mg 


One preparation contained 


1500 mg. 



INDUSTRIAL APPLICABILIP^ 

40 

The 3 -substituted nucleoside derivatives according to the present invention have an excellent antituma activity 
and hence permit treatment for and prevention of cancers by administering them in various forms. 

Claims 

4S 

1 . A 3'-substituted nucleoside derivative represented by the following general formula (1 ]: 



so 




55 

wherein B means a nucleic acid base which may have a substituent, Z represents a lower alkynyl or lower alkenyl 
group which may be substituted by a group represented by the general formula (2): 
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-Si-Rb (2) 

rc 



in which R^, R*^ and may be the same or different from one another and individually represent a lower alkyi group 
or a phenyl group, or an oxiranyl group which may be substituted by at least one lower alkyi group, R^ and R^ indi- 
vidually represent a hydrogen atom or an ester-forming residue capable o1 easily leaving In a living body, and is 
a hydrogen atom, a mono- or polyphosphoric acid residuBp or an ester-ldrming residue capable of easily leaving in 
a living body, with the proviso that the sugar moiety is ribose, or a pharmaceutically acceptable salt thereof. 

2. The 3'-substituted nucleoside derivative or the pharmaceutically acceptable salt thereof according to Claim 1, 
wherein B is cytoslne. thymine, uradl. adenine, guanine. 5-fluorocytoslne. 5-fluorouracil, N^-benzoyladenine, IM^- 
acetylguanine or 2-chioroadenin6. 

3. The 3'-substituted nucleoside derivative or the pharmaceutically acceptable salt thereof according to Claim 1, 
wherein B is cytosine. uracil, adenine, S-fluorocytosine or 5-f luorouradl. 

4. The 3'-substituted nucleoside derivative or the pharmaceulically acceptable salt thereof according to any one of 
Claims 1 -3, wherein Z is a lower alKynyl or lower alkenyl group which may be substituted by a group represented 
by the general formula (2): 

Ra 

-Si-R*^ (2) 

L 

R° 

in which R^, R^ and R*^ may be the same or different from one another and Individually represent a lower alkyt group 
or a phenyl group. 

5. The 3*-8ubstituted nucleoside derivative or the pharmaceutically acceptable salt thereof according to Claim 4. 
wherein the group represented by the general formula (2) is a trimethylsilyl. triethylsilyl, triisopropytsityl a triphe- 
nylsilyl group. 

6. The 3'-substituted nucleoside derivative or the pharmaceutically acceptable salt thereof according to any one of 
Claims 1-3, wherein Z is an ethynyl, propynyl. butynyl. ethenyl. trimethylsiiylethynyl. triethylsilylethynyl. triisopro- 
pylsilylethynyl ortriphenylsllylethynyl group. 

7. The 3'-sub8tituted nucleoside derivative or the pharmaceutically acceptable salt thereof according to any one of 
Qaims 1-6. wherein and R^ are hydrogen atoms, and R^ is a hydrogen atom, or a mono- or polyphosphoric acid 
residue. 

8. The 3'-substituted nucleoside derivative or the pharmaceuticalty acceptable salt thereof according to any one of 
Claims 1 -6, wherein R^ and R^ are hydrogen atoms, and R^ Is a hydrogen atom, or a monophosphate, diphosphate 
or triphosphate group. 

9. The 3'-8ubstituted nucleoside derivative or the pharmaceutically acceptable salt thereof according to any one of 
Claims 1-6. wherein the ester-forming residues of R\ R^ and R^ are acyl groups. 

10. The 3'-substrtuted nucleoside derivative or the pharmaceutically acceptable salt thereof according to Claim 1, 
wherein B is cytosine, thymine, uracil, adenine, guanine. 5-fluorocytosine. 5-fluorouracil, N^-benzoyladenine. N^- 
acetylguanine or 2-chloroadenine. Z is a lower alkynyl or lower alkenyl group which may be substituted by a group 
represented by the general formula (2): 
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-Si-R^ 



(2) 



R° 



in which R^, and R^ may be the same or different from one another and individually represent a lower alkyl group 
or a phenyl group, R^ and are hydrogen atoms, and R^ is a hydrogen atom, or a mono- or potyphosphcric acid 
residue. 

11. The 3'-substituted nucleoside derivative or the pharmaceutically acceptable salt thereof according to Claim 1. 
wherein B is cytosine. uracil, adenine, 5-fluorocytosine or 5-fluorouracil. Z is an ethynyl, propynyl, butynyl, ethenyl, 
trimethylsilylethynyl, triethylsilyl-ethynyl, trilsopropylsilylethynyl or trtphenylsilylethynyl gfx>up. and R^ are hydro- 
gen atoms, and R^ is a hydrogen atom or a diphosphate group. 

12. The 3'-substituted nucleoside derivative or the pharmaceutically acceptable salt thereof according to Claim 1, 
wherein B is cytosine or uracilp Z is an ethynyl or trimethylsilyletl^l group, and R\ R^ and are hydrogen atoms. 

13. A medicinal composition comprising the 3*-substituted nucleoside derivative or the pharmaceutically acceptable 
salt thereof according to any one of Claims M2 and a pharmaceutical carrier. 

14. A medicine comprising the 3'-substituted nucleoside derivative or the pharmaceutically acceptable salt thereof 
according to any one of Claims 1-12 as an active Ingredient. 

15. The medicine according to Claim 14. which is an antitumor agent. 

1 6. Use of the 3'-substituted nucleoside derivative or the pharmaceutically acceptable satt thereof according to any one 
of Claims 1 -12 for a medicine. 

17. A method of treating or preventing a cancer of a mammal, which comprises administering an effective amount of 
the 3'-substltuted nucleoside derivative or the pharmaceutically acceptable salt thereof according to any one of 
Clainre 1-12 to the manvnal. 



18. A process for the preparation of a 3'-8ubstituted nucleoside derivative represented by the following general formula 
(1): 



wherein B means a nucleic acid base which may have a stbstituent. Z represents a lower alkynyl or lower aikenyl 
group which may be substituted by a group represented by the general formula (2): 



r3o 




(1) 



Ra 



-si-R*> 



(2) 
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in which and may be the same or different from one another and individually represent a lower alkyl group 
or a phenyl group, or an oxiranyl group which may be substituted by at least one lower alkyl groip. R^ and R^ indi- 
vidually represent a hydrogen atom or an ester-forming residue capable o1 easily leaving in a living body, and R^ is 
a hydrogen atom, a mono- or polyphosphoric acid residue, or an ester-forning residue capable of easily leaving in 
a living body, wrth the proviso that the sugar moiety is ribose. or a pharmaceutically aoceptable salt thereof, which 
comprises reacting a sugar derivative represented by the following general fonnula (3): 




(3) 

wherein R^', R^' and R^ mean individually a protecling group for a hydroxyl group. Ac represents an acetyl group, 
and Z has the same meaning as defined above, with a nucleic acid derivative represented by the general formula 
(4): 

B-Y (4) 

wherein B has the same meaning as defined above, and Y is a silyl protecting group, and eliminating the protecting 
group for at least one of the hydroxyl groups if desired, thereby fbrming an ester capable of easily leaving In a living 
body or a phosphoric ester with said hydroxyl group. 

1 9. A process for the preparation of a 3'-6ub6tituted nucleoside derivative represented by the following general fbmiula 

0): 




wherein B means a nucleic acid base which may have a substltuent Z represents a lower alkynyl or lower alkenyl 
group which may be substituted by a groip represented by the general formula (2]: 

-Si-R*5 (2) 



in which R^, R^ and R*^ may be the same or different from one another and individually represent a kwer alkyl group 
or a phenyl group, or an oxiranyl group which may be substituted by at least one lower alkyl group. R^ and R^ indi- 
vidually represent a hydrogen atom or an ester-forming residue capable of easily leaving in a living body, and R° is 
a hydrogen atom, a mono- or polyphosphoric acid residue, or an ester^tbrming residue capable of easily leaving In 
a living body, with the proviso that the sugar moiety is ribose, or a pharmaceutically acceptable salt thereof, which 
comprises partially hydrolyzing a compound represented by the general fonnula [Si: 
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0 OSi+ 



(5) 



wherein B has the same meaning as defined abcrn, to form a compound represented by the general formula (6): 




wherein B has the same meareng as defined above, reacting this compound with a compound represented by the 
Ibrmula: 

2-X 

wherein Z has the same meaning as defined above, and X represents a hydrogen or halogen atom, or MgBr, to 
form a compound represented by the general formula (7): 




wherein B and Z have the same meaning as defined above, hydrolyzing this compound, and then forming a phos- 
phoric ester or an ester capable of easily leaving in a living body with at least one of the hydroxyl groups if desired. 
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